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EXPERIMENTAL PATHOLOGY 


214. Experimental Endomyocarditis Induced by a Myo- 
cardiotoxic Serum. (Ponb CbIBO- 
POTKH B Pa3BHTHM SHAOMHOKa- 
omuTa) 

N. A. LevKova. Apxue IJamoaozuu [Arh. Patol.] 21, 
10-19, No. 1, 1959. 7 figs., 5 refs. 


In studies carried out at the State Medical Institute, 
Moscow, non-baeterial myocarditis, resembling Fiedler’s 
myocarditis in man, was produced in 3 out of 5 chin- 
chilla rabbits by means of repeated intravenous injections 
of a myocardiotoxic serum developed in geese, 5 injec- 
tions, each of 2 ml., being given at intervals of 3 days. 
Then 5 days after the last injection a booster dose of 3 ml. 
was given. The animals were killed at various intervals 
up to 60 days later. Histological examination of the 
myocardium showed marked oedema and degenerative 
changes of various degrees of severity in the muscle fibres, 
including frank necrosis. There was also considerable 
leucocytic infiltration. 

In a second group of 10 rabbits the booster dose 
included in addition to the myocardiotoxic serum 
4,000 million organisms of a strain of Streptococcus 
viridans. In 5 out of these 10 animals the histological 
appearances of subacute bacterial endocarditis were 
found together witi the non-specific myocarditis. 
Other organs, apart from the myocardium, did not 
appear to be affected by the antiserum used. The sero- 
logical titre with rabbit myocardium as antigen was 
1:200, but only 1:50 with other antigens, such as rabbit 
kidney, spleen, liver, blood vessels, and endocardium. 

A. Swan 


215. Effect of Filtration on the Chemical and Irritating 
Properties of Cigarette Smoke 

H. B. Haaa, P. S. Larson, and J. K. FINNEGAN. A.M.A. 
Archives of Otolaryngology [A.M.A. Arch. Otolaryng.] 
69, 261-265, March, 1959. 12 refs. 


Cigarette smoke is an aerosol consisting of “a sus- 
pension of minute particles in a vapor and gaseous 
phase”. The particulate (or solid) matter is the frac- 
tion containing the nicotine and “tars”. There is 
some confusion regarding the use of the word “tar” 
in similar studies; in this paper it is used to describe 
the chloroform-soluble fraction of the total solids apart 
from the nicotine. 

In a study of the effect of filtration on the chemical 
and irritating properties of cigarette smoke, carried out 

F 


at the Medical College of Virginia, Richmond, the 
gaseous constituents, such as aldehydes, ketones, and 
acreolin, were estimated by a chromatographic tech- 
nique and the irritative qualities by blowing the smoke 
over the conjunctival membrane of anaesthetized rabbits. 
It was found that the nicotine and tar components had 
not much irritative action. The two types of filter tip 
tested—a ‘“‘ plain composite’? and an “ impregnated 
composite ”’ (containing activated charcoal)—decreased 
the total solids by 26°% at the most, but the charcoal- 
impregnated tip was much more effective in reducing 
the gaseous constituents, and so in diminishing the 
irritative quality of the smoke. F. W. Watkyn-Thomas 


CHEMICAL PATHOLOGY 


216. Blood-sugar Response of Normal Adults to Dex- 
trose, Sucrose, and Liquid Glucose 

C. Dopps, F. A. FAIRWEATHER, A. L. MILLER, and 
C. F. M. Rose. Lancet [Lancet] 1, 485-488, March 7, 
1959. 3 figs., 6 refs. 


The sugar found in the blood after carbohydrate has 
being ingested is dextrose, and it has been generally 
assumed that this sugar is more readily absorbed than 


any other form of carbohydrate. In order to test this 
assumption the authors, working at the Middlesex 
Hospital, London, compared the effects on the blood 
sugar level of the administration of equivalent doses of 
dextrose, sucrose, and liquid glucose. Liquid glucose 
was included because it is the material used in the 
manufacture of popular proprietary glucose drinks. It 
is a viscid syrup prepared by the enzymatic hydrolysis 
of cereal starches and contains 78-5°%% carbohydrate, 
14-8°% being dextrose and the rest disaccharides (mainly 
maltose), higher oligosaccharides, and dextrins. 

The tests were carried out on 19 healthy young subjects. 
An initial blood sample was taken by venepuncture for 
estimation of the blood sugar level after an overnight 
fast, and the carbohydrate substance under investigation, 
dissolved in 250 ml. of water, was then swallowed as 
quickly as possible, usually within a minute. Further 
blood samples were taken 5 or 6 times during the first 
30 minutes after ingestion of the dose and again at 
60, 90, and in some cases 120 minutes. The dose of each 
substance represented an intake of 45-4 g. of carbo- 
hydrate (50 g. of dextrose monohydrate, 45-4 g. of suc- 
rose, and 56°8 g. of liquid glucose). Each subject was 
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tested with all three carbohydrates in turn in the course 
of one week. 

The surprising observation was made that the blood 
sugar level rose most rapidly after the liquid glucose 
had been taken, the rise being least rapid after sucrose, 
with dextrose occupying an intermediate position. The 
difference between the mean times taken for the blood 
sugar level to rise by 10 mg. per 100 ml. (or by 10%) 
over the fasting level after taking liquid glucose and 
sucrose respectively was statistically significant. Another 
observation which was somewhat unexpected was that 
a peak in the blood sugar level may occur within the 
first 30 minutes. Two cases are illustrated in which 
glucose tolerance curves drawn from readings taken at 
the usual intervals—0, 30, 60, and 90 minutes—show 
virtually no rise in blood sugar level, whereas in fact a 
rise had occurred from the fasting level of about 100 mg. 
per 100 ml. to levels of 140 and 120 mg. per 100 ml. 
respectively during the first 30 minutes. It is therefore 
suggested that an additional reading be made at 15 
minutes when diagnostic glucose tolerance tests are 
carried out, “‘ at least in the case of young subjects in 
whom impaired absorption with a flat curve is antici- 
pated ”’. H. Lehmann 


217. Cholesterol-binding Capacity of Normal and Athero- 
sclerotic Intimas 

S. KAYAHAN. Lancet [Lancet] 1, 223-224, Jan. 31, 1959. 
2 figs., 12-refs. 


In experiments carried out at the University of Istanbul 
normal and atherosclerotic human aortas were removed 
immediately after death and washed, and the intima was 
carefully dissected off the media. After cleaning and 
drying extracts were prepared, using known quantities 
of dried intima and physiological saline, for electro- 
phoresis and chemical analysis. 

The cholesterol, total lipid, and globulin content of 
each extract was determined and the amounts of lipid 
and globulin corresponding to 1 g. of dried intima and 
the amounts of lipid and cholesterol corresponding to 
1 g. of globulin calculated. The mean values for choles- 
terol, total lipid, and globulin content of the intima of 
5 normal aortas were 1-4 mg., 3-5 mg., and 32 mg. per g. 
respectively; the corresponding figures for 6 athero- 
sclerotic aortas were 7-1 mg., 27-8 mg., and 32 mg. per g. 
The mean quantities of cholesterol and total lipids com- 
bined with 1 g. of globulin from the normal intimas were 
44 mg. and 109 mg. respectively; the corresponding 
figures for the atherosclerotic intimas were 356 mg. and 
1,147 mg. 

The author concludes that these findings support the 
view that changes in the globulins of the atherosclerotic 
intima—especially their increased lipid-binding capacity 
—may account for the deposition of lipids in athero- 
sclerosis. Z. A. Leitner 


218. Increasing Clinical Significance of Alterations in 
Enzymes of Body Fluids. [Review Article] 

F. Wrosiewski. Annals of Internal Medicine [Ann. 
intern. Med.) 50, 62-93, Jan., 1959. 17 figs., biblio- 


graphy. 


MORBID ANATOMY 


219. Lesions of the Temporal Lobes Complicating 
Infantile Cerebral Palsy 

J. B. CAVANAGH. Guy’s Hospital Reports [Guy’s Hosp. 
Rep.] 108, 21-31, 1959. 5 figs., 17 refs. 


In this study reported from Guy’s Hospital Medical 
School, London, the author has attempted to discern 
the sequence of events which may lead to damage to the 
temporal lobe of the brain in consequence of local cere- 
bral injury from any cause elsewhere in the brain, with 
particular reference to 4 cases of mild infantile hemi- 
plegia drawn from a study of more than 50 temporal 
lobes removed at operation for the relief of temporal- 
lobe epilepsy; some of these have been previously 
described (for example, by the author and Meyer (Brit. 
med. J., 1956, 2, 1403; Abstr. Wid Med., 1957, 21, 280)). 
In only one of the 4 cases was there severe mental 
retardation. 

In 3 of these 4 cases the temporal-lobe lesions con- 
sisted of the well-known disseminated loss of nerve cells 
in the pyramidal layer of Ammon’s horn, the uncus, 
and to a lesser extent the second and third layers of 
the cortex, especially in the anterior and infero-medial 
regions and in the depths of the sulci. In about half of 
the 50 cases forming the whole series there was loss of 
nerve cells in the basal nuclei of the amygdaloid complex. 
There was usually a variable degree of gliosis. 

These abnormalities are met with in a variety of states 
of cerebral disturbance, for example, irreversible hypo- 
glycaemia coma, and have been attributed by some 
authorities to herniation of the region through the 
tentorial opening during the moulding of the head at 
birth; yet a history of birth trauma is not forthcoming 
in many cases and the onset of cerebral disturbance and 
epilepsy occurs suddenly in early childhood, often follow- 
ing a febrile illness or teething troubles. Other autliors 
have ascribed the changes in the temporal lobe to vaso- 
spasm associated with serial epileptic convulsions, com- 
bined possibly with a special type of ‘‘ consumptive 
anoxia” induced by the excessive metabolic work of 
certain cells during these seizures, but in the present 
author’s opinion these older views are too vague to 
gain general acceptance. More recently Lindenberg has 
suggested that the simple mechanical effects of oedema 
may be largely responsible for the changes. The selected 
regions involved are those supplied by long penetrating 
arteries, which are readily susceptible to compression or 
stretching over prominences induced by the oedema. 

R. Wyburn-Mason 


220. Cerebral Pathology in the Newborn 
A. E. CLAIREAUX. Guy’s Hospital Reports [Guy’s Hosp. 
Rep.] 108, 2-20, 1959. 5 figs., 40 refs. 


The author reports, from Queen Charlotte’s Maternity 
Hospital, London, a post-mortem study of 410 newborn 
infants and 646 stillborn foetuses weighing over 500 g. 
Of these two groups an intracranial lesion was found in 
168 (40°%) and 147 (23°) respectively and was the cause 
of death in 118 of the former group and 117 of the latter. 
In the two groups taken together the most frequent 
cerebral lesion was one due to birth trauma, which was 
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present in 120 cases. The usual lesion from this cause is 
laceration of the tentorium on one or both sides, and 
less often of the falx cerebri, or rupture of the great 
cerebral vein of Galen. When birth trauma leads to 
intracranial haemorrhage the bleeding usually occurs 
into the subdural space. The next most common intra- 
cranial lesion was anoxic intracerebral haemorrhage, 
which was present in 89 cases and was the cause of death 
in 45, being an associated finding in 44. In this con- 
dition the haemorrhage may be extensive (intraventricular 
or subarachnoid) or patchy or petechial. Develop- 
mental defects of the brain accounted for 56 of the still- 
births and 23 of the neonatal deaths. The two chief 
abnormalities were hydrocephalus (34 cases) and anen- 
cephalus (27); other defects included cranium bifidum 
‘15 cases, with encephalocele in 13), iniencephalus (2), 
and microcephalus, hydranencephalus, and cyclops (one 
each). Kernicterus accounted for 22 of the neonatal 
deaths, in 15 of which it was a complication of haemo- 
lytic disease of the newborn. Lastly there were 3 cases 
of cerebral infection, 2 being of meningitis and one of 
toxoplasmosis. 

The author discusses the various factors concerned in 
producing the cerebral changes. In the case of develop- 
mental anomalies these are not only genetic, but also 
environmental, such as rubella infection of the mother 
and exposure to low oxygen tension or x rays. The part 
played by cerebral anoxia in the causation of stillbirth 
and neonatal death and also of athetosis or cerebral 
palsy in infants which survive is stressed. In many. of 
these cases the mother gives a history of vaginal bleeding 
during pregnancy and thus the anoxia causing the cerebral 
lesion may not have occurred at the time of delivery. 
The incidence of fatal cerebral trauma at birth is declining 
with improved obstetric care. The questions whether 
birth trauma is responsible for neurological sequelae in 
the affected infant and, if so, what form they take 
remain controversial. 

The frequency with which kernicterus occurs in cases 
of haemolytic disease of the newborn depends on the 
serum bilirubin concentration; it is rare when this level 
remains under 20 mg. per 100 ml. The treatment of 
haemolytic disease by exchange transfusion has largely 
abolished kernicterus in the institutions where this 
procedure is practised. R. Wyburn-Mason 


221. Parenchymal Findings in Thyroidal Carcinoma: 
Pathological Study of 256 Cases 

D. W. Meter, L. B. Wooiner, O. H. BEeaurs, and 
W. M. McConaney. Journal of Clinical Endocrinology 
and Metabolism [J. clin. Endocr.) 19, 162-171, Jan., 
1959. 10 figs., 19 refs. 


An attempt is reported to determine the type of thyroid 
gland in which carcinoma or malignant lymphoma 
occurs. All cases in which thyroid cancer was diag- 
nosed at the Mayo Clinic during the 5 years 1951-5 
were reviewed, and 256 were selected in which an 
adequate amount of thyroid parenchyma was available 
for study. 

Nodularity of the parenchyma was present in 35% 
of the 256 cases and “ true” adenomata in 439%. The 


glands in the remainder were, with the exception of the 
cancer, free from nodules. The incidence of nodularity 
increased with the patient’s age and was higher in 
females than in males. 

Lymphocytic infiltration was moderate to marked in 
only 10% of glands with carcinoma, whereas 6 out of 
the 8 malignant lymphomata occurred in glands showing 
moderate to marked lymphocytic infiltration. Lymph- 
node metastases were found three times as often in 
cases of papillary carcinoma with a non-nodular par- 
enchyma as in cases with nodular parenchyma. It is 
suggested that carcinomata occurring in nodular paren- 
chyma are detected because of the nodularity, whereas 
cases developing in a non-nodular parenchyma are not 
seen until metastases give rise to symptoms. Histo- 
logical changes associated with exophthalmic goitre 
were found in the parenchyma of the gland in 4 cases, 
in 3 of which there was clinical evidence of hyper- 
thyroidism. A. W. H. Foxell 


222. Fat Embolism in Chronic Alcoholism 
M. J. G. Lyncu, S. S. RAPHAEL, and T. P. Drxon. 


A.M.A., Archives of Pathology [A.M.A. Arch. Path.] 67, 
68-80, Jan., 1959. 12 figs., 28 refs. 


A preliminary investigation having suggested that fat 
embolism of the lungs and kidneys is a frequent finding in 
cases of chronic alcoholism, the authors, working at 
Sudbury General Hospital, Sudbury, Ontario, have in- 
vestigated the incidence and degree of pulmonary fat 
embolism in a consecutive series of necropsies on 200 
adults and 68 children. In certain cases of known alco- 
holism or in which severe fatty infiltration of the liver 
was found at necropsy the brain was also examined for 
fat emboli. [For details concerning the selection and 
staining of the tissues and the estimation of the degree 
of embolization found the original paper should be 
consulted.] In addition, sputum from a group of 
patients with alcoholic psychosis was examined for the 
presence of fat, the sputum samples being mixed with an 
equal volume of oil red O in saturated solution in iso- 
propyl’ alcohol and examined under 120 diameters 
magnification. 


Intravascular fat emboli were found in the lungs at 
necropsy in 73 cases (27:2%). Of these, 30 were 
accounted for by trauma, the degree of embolization of . 
the lungs ranging from 1 to 192 (mean 34) fat emboli 
per sq. cm. (In the 7 cases of soft-tissue trauma the 


mean figure was 54 emboli per sq. cm.) Alcoholic 
fatty liver was present in 19 (9-5°%) of the 200 adults, 
and pulmonary fat embolism was seen in all 19, the 
mean degree being 6-8 emboli per sq. cm. Pulmonary 
fat emboli were also found in 19 cases of miscellaneous 
conditions, none of them being commonly accepted as 
a cause of fat embolism, and (in the lymphatics) in 5 
cases of malignant tumour. Of the 68 children, fat 
embolism was present in 5, but with one exception it was 
extremely slight in degree. It is emphasized that in an 
investigation of this kind the non-specific nature of 
fat embolization has to be brought into the right per- 
spective by adopting a quantitative method and by 
avoiding the use of too thin sections. Inhaled fat 
droplets and peribronchiolar fat, which are not un- 
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common in adults, have to be distinguished from fat 
emboli, which are evenly distributed through the lungs, 
1 ml. of fluid fat being capable of giving rise to 10 
million emboli, each measuring 40 x 80 pw. 

With the 19 cases in this series the authors have now 
examined a total of 40 cases of alcoholic fatty liver, in 
31 of which pulmonary fat embolism was found. The 
brain was also examined in 14 cases and showed fat 
embolism in 12, while in the remaining 2 there was 
marked perivascular accumulation of fat-laden scavenger 
cells. The findings in 5 cases are described in detail 
and illustrated, and it is shown that cerebral fat emboli 
may cause microscopic haemorrhages in the Virchow- 
Robin space and in the brain substance, focal accumula- 
tions of fat-laden phagocytes, apparent local loss of cells, 
and microcystic degeneration and glial proliferation of 
focal nature and microscopic size. 

The sputum of 48 of the 51 alcoholic psychotics 
examined was positive for fat. The number and size 
of fat globules in the sputum were proportional to the 
severity of the symptoms and signs, and the globule 
count fell with clinical improvement. Respiratory em- 
barrassment was present in the more severe cases. The 
fat-globule count in the sputum was found to rise to an 
unexplained peak on the third day after admission to 
hospital in a number of cases. F. Hillman 


223. Pneumatosis of the Intestine in Children. (IlHes- 
MaTO3 KHUI€4HHKa y 

A. V. ZuKovec. Apxue Ilamoaoeuu [Arh. Patol.] 
21, 66-70, No. 2, 1959. 3 figs., 12 refs. 


From the State Paediatric Medical Institute, Lenin- 
grad, the author presents a report of 12 cases of intestinal 
pneumatosis in children aged from 1 to 10 months. The 
condition was an isolated phenomenon in 4 cases, but 
in the remaining 8 it was associated with ulcerative 
enteritis or entero-colitis of uncertain aetiology. The 
bubbles of gas were mostly found in the submucosa, 
whereas in adult patients the usual site is in and under the 
serosa. The gas-filled cavities were not lined by endo- 
thelium and therefore could not be regarded as distended 
lymphatic channels. Giant-cell reaction, which is com- 
mon in adults, was found in only one of the present 
series. Contrary to the distribution in adults, in these 
infants the colon was affected more commonly than the 
small intestine. The aetiology of intestinal pneumatosis 
is briefly discussed, the author favouring the infection 
theory. 

[This report is interesting in view of the fact that Koss 
(A.M.A. Arch. Path., 1952, 53, 523) in a series of 255 
cases of intestinal pneumatosis collected from the litera- 
ture found only 31 in children.] A. Swan 


224. The Morbid Anatomy of Leukaemia. (K martono- 
aHaTOMHH NeHKO30B) 
F. B. Ermaxova. Apxue [Arh. Patol.} 
21, 44-49, No. 1, 1959. 18 refs. 


At Erisman’s Hospital, Leningrad, of 162 cases of 
diseases of the blood recorded during the 9-year period 
1946-54 (constituting 2-67°% of the total post-mortem 
material), 101 (62:3°%) were cases of leukaemia. This 


finding appears to confirm a general impression derived 
from the literature that there has been an increase in the 
incidence of leukaemia in recent years; thus in the 
period 1946-51 the leukaemias constituted 42% of all 
blood diseases, whereas for the 2-year period 1953-4 
the corresponding figure was 82°%. The most common 
form of the disorder was acute leukaemia (57-4°%), with 
a mean duration of between 4 and 5 months. [Un- 
fortunately the author does not distinguish the acute 
leukaemias cytologically; therefore his figures for age 
incidence have no value, for it is common knowledge 
that acute lymphatic leukaemia tends to occur in child- 
hood, whereas acute monocytic leukaemia is a disease 
of the second half of life.] 

An unexpectedly high proportion of cases (31-7°%) 
were classed as reticulo-endotheliosis. [From the brief 
description given it appears that the term is used synony- 
mously with that employed by Western authors.] The 
present paper indicates that there has been a startling 
increase in the incidence of this condition during the 
last 2 years of the period covered by this study; thus 
8 cases occurred during the first 6 years and 24 during the 
last 2. The incidence among women was higher than 
among men (65 and 36 cases respectively). A table is 
presented in which all *‘ leukoses ”’ are arranged in four 
groups: reticulo-endotheliosis (32 cases), haemocyto- 
blastosis (1 case), myeloleukosis (49), and lympholeukosis 
(18). [No distinction, however, is made between the 
acute and chronic forms, so that age grouping is of no 
value.] A. Swan 


225. Subacute Glomerulonephritis 

J. CuurG and E. GRISHMAN. American Journal of 
Pathology (Amer. J. Path.| 35, 25-45, Jan.—Feb., 1959. 
16 figs., 19 refs. 


The lesions in subacute glomerulonephritis were 
studied in kidney tissue obtained from 28 cases coming 
to necropsy at the Mount Sinai Hospital, New York, 
and Barnert Memorial Hospital, Paterson, New Jersey. 
Tissue from paraffin blocks was re-embedded in 
celloidin—paraffin and cut serially at a thickness of 0-5 B, 
sections being stained with haematoxylin and eosin, the 
periodic-acid—Schiff (P.A.S.) reagent, a modified Mallory 
chromotrope-—aniline-blue stain, and the periodic-acid— 
silver-methenamine stain. Some sections were also 
stained with P.A.S.-colloidal iron by the method of 
Ritter and Oleson, and some were examined by phase 
microscopy. The chief changes observed in the 
glomeruli were intercapillary inflammation and fibrosis, 
frequently accompanied by hyaline deposits, epithelial 
and fibrous “* crescents ’’, and thickening of the capillary 
wall caused by splitting or reduplication, deposition of 
hyaline, or by “‘ membranous transformation”. It is 
suggested that membranous transformation is a conse- 
quence of the nephrotic syndrome. 

A. Wynn Williams 


226. Rheumatic Pneumonitis: Pathologic Features 

R. F. Scott, W. A. THOMAS, and J. M. KissANE. Journal 
of Pediatrics [J. Pediat.| 54, 60-67, Jan., 1959. 8 figs... 
15 refs. 
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Microbiology and Parasitology 


VIRUSES 


227. The Etiologic Agents of Varicella and Herpes 
Zoster. Isolation, Propagation, and Cultural Character- 
istics in vitro 

T. H. WELLER, H. M. Witton, and E. J. Bett. Journal 
of Experimental Medicine [J. exp. Med.] 108, 843-868, 
Dec. 1, 1958. 34 figs., 29 refs. 


The authors report from Harvard School of Public 
Health, Boston, their extensive experience in the isolation 
and propagation of the varicella (V) and herpes zoster 
(Z) viruses in roller cultures of human foreskin, human 
embryonic skin—muscle, and certain other tissues. 

They observed that specific focal lesions developed in 
the cultures after the inoculation of clear fluid taken 
from unbroken cutaneous vesicles during the first 3 
days of the exanthem of varicella and from vesicles of 
herpes zoster of less than 4 days’ duration. The cyto- 
pathic changes were commonly first observed between the 
6th and 8th days after inoculation, though they could 
appear as early as the 3rd or as late as the 22nd day. 
Initially, they were most noticeable in the fibroblast-like 
cells, but similar focal lesions developed also in other 
types of cell. Extension of the lesions seemed to occur 
by direct involvement of contiguous cells and, for this 
reason, well-sustained cultures in which the cells were in 
close approximation were essential. The focal lesions 
slowly increased in size and number until they finally 
fused with each other, with destruction of all cells. In 
stained preparations intranuclear inclusions were a 
prominent feature, these varying from one or more small 
aggregates to one large eosinophilic body. Occasionally 
fusion of adjacent cells resulted in syncytia packed with 
inclusion-containing nuclei. 

Infectious material was not demonstrable in the fluid 
phase of infected cultures and therefore material for 
passage consisted of suspensions of infected tissue. In 
all, 198 subcultures of selected V strains and 99 passages 
with Z strains were carried out without alteration in the 
cytopathic pattern. 

The susceptibility of other primate tissue cultures to 
V and Z viruses was then investigated in vitro, these 
tissues including human uterus, adult testis, embryonic 
brain, postnatal kidney, and amnion or HeLa cells, and 
monkey testis or kidney. All such cultures were sus- 
ceptible to both V and Z viruses, though there was 
some evidence that monkey tissues were less sensitive 
than human. Tests in tissue cultures from non-primate 
sources, nainely, rabbit testis or kidney, bovine embryo 
skin—muscie, and chick embryo or amnion, suggested a 
degree of susceptibility that only further work, however, 
can accurately define. In regard to the relationship 
between V and Z viruses the authors note that on morpho- 
logical grounds no difference was detectable in the cyto- 
pathic changes induced by strains derived respectively 


from cases of varicella and herpes zoster. The persistent 
focal cytopathogenicity is regarded as an interesting 
example of virus—host-cell interrelationship. 

Joyce Wright 


228. The Etiologic Agents of Varicella and Herpes 
Zoster. Serologic Studies with the Viruses as Propa- 
gated in vitro 

T. H. WELLER and H. M. Witton. Journal of Experi- 
mental Medicine [J. exp. Med.] 108, 869-890, Dec. 1, 
1958. 4 figs., 21 refs. 


In this further study (see Abstract 227) the authors 
describe experiments which led to the development of a 
complement-fixation (C.F.) test and an in-vitro neutraliza- 
tion test with the varicella (V) and herpes zoster (Z) 
viruses. Antigens for the C.F. test at first varied con- 
siderably in potency. Later, satisfactory antigens were 
prepared by repeated harvesting, followed by concentra- 
tion of the pooled medium of human embryonic skin- 
muscle or monkey kidney tissue cultures infected with 
V or Z virus. Antigens were also made by freezing and 
thawing of infected cell sheets. Anticomplementary 
activity of control antigens presented a problem. 

In persons suffering from varicella demonstrable levels 
of C.F. antibody usually developed at about the 4th or 
5th day after the exanthem appeared; during the 2nd 
week of the illness further significant increases in titre 
generally occurred. Although in herpes zoster the anti- 
body response in €.F. tests was found to be essentially 
similar to that in varicella, it was noted that in some acute- 
phase sera there was a relatively high titre. The possi- 
bility that this was due either to previous varicella infec- 
tion or to a prolonged prodromal phase in the herpes 
zoster illness is considered. The reactive capacity in 
C.F. tests of antigens of the two viruses was similar with 
convalescent-phase sera from the homologous and the 
heterologous clinical entities. 

Problems relating to neutralization procedures in vitro 
are described. The V-—Z virus material for such tests 
consisted of freshly prepared suspensions of infected 
tissue from cultures showing characteristic cytopathic 
changes. Specific inhibition was demonstrated by the 
incorporation of the sera under test as constituents of the 
nutrient media of the cultures, either before or at the 
time of virus inoculation. Although in no instance was 
complete neutralization of cytopathic activity observed, 
there was on the other hand a striking delay in the 
appearance and number of lesions in cultures containing 
convalescent-phase serum; assay was by repeated counts 
of the number of focal lesions per culture throughout 
incubation. Further, lesions developing in the presence 
of convalescent-phase serum were smaller and pro- 
gressed less rapidly than those in the control tubes. 
Cytopathogenic activity of the V and Z viruses was 
inhibited by convalescent-phase serum from patients with 
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either illness. The serological findings thus support the 
concept of a close relationship, and indeed probable iden- 
tity, of the two agents and of their aetiological role 
in varicella and herpes zoster. Joyce. Wright 


229. Investigations on Neutralizing Antibody to Canine 
Distemper Virus in Human Serum from Different Countries 
[In English] 

P. K. Hopper. Acta paediatrica [Acta paediat. wal 
sala)| 48, 43-49, Jan., 1959. 3 figs., 20 refs. 


Further support for the hypothesis that the presence 
in human serum of neutralizing antibody against the 
virus of canine distemper is not due to infection with the 
distemper virus itself is provided by the observations 
reported in this paper from the National Institute for 
Medical Research, London. Pooled sera from different 
age groups of the normal human population were ob- 
tained from different parts of Great Britain, where 
contact with dogs is frequent, and from Iceland and a 
part of Russia, where there are very few dogs. Neutral- 
ization tests were carried out against an egg-adapted 
strain of canine distemper virus on the chorio-allantoic 
membranes of 7- to 8-day-old chick embryos, and the 
antibody level for each age group in the three populations 
determined. The results were generally similar, prac- 
tically no antibody being present under the age of 4 
years, after which the level rose rapidly to a maximum 
at 18 to 20 years which was maintained for a further 
decade. _ J. E. M. Whitehead 


230. Comparative Studies on Measles and Distemper 
Viruses in Suckling Mice. [In English] 

G. Caristr6Mm. Archiv fiir die gesamte Virusforschung 
[Arch. ges. Virusforsch.] 8, 527-538, 1959. 21 refs. 


The relationship which has recently been demonstrated 
between the viruses of measles and canine distemper has 
been further studied at the Karolinska Institute, Stock- 
holm. Measles virus was passed serially in tissue cul- 
tures of human kidney cells obtained from aborted 
foetuses. Serial intracerebral passages in albino mice 
12 to 24 hours old were started with infected supernatant 
fluids collected on the 10th day from the 11th-passage 
tissue cultures. In the first animal passage two-thirds 
of the animals developed drowsiness, disequilibrium, 
rigidity, and muscular twitching between the 5th and 
15th days after inoculation. In the 2nd passage 2 mice 
developed severe clonic spasms and were killed. By the 
8th passage almost 100% of the mice inoculated 
developed fatal spastic paralysis 5 to 6 days after inocu- 
lation, death occurring 1 to 2 days after the onset of 
symptoms. The virus was carried through 30 passages 
in suckling mice. Attempts to isolate the virus in 
human kidney tissue cultures from the infected mice 
were unsuccessful despite prolonged observation of the 
tissue cultures and blind passages. The infant mice were 
protected from infection by human convalescent-phase 
measles serum and by serum from rabbits immunized 
with the tissue-culture-adapted virus and with the mouse- 
adapted virus, but not by human acute-phase measles 
serum or by serum from immunized rabbits. 

After adaptation to suckling mice the measles virus 
was compared in cross-neutralization tests with canine 
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distemper viruses, which show a similar cytopathic 
effect in tissue culture. The distemper viruses had been 
adapted to suckling mice from a strain adapted to grow in 
eggs and had undergone 123 passages in infant mice. 
Sera from rabbits immunized with measles viruses adapted 
to tissue culture and to suckling mice and with distemper 
virus adapted to suckling mice were used. The two 
measles antisera had the same neutralizing capacity as 
compared with the distemper antiserum. But whereas 
the distemper antiserum neutralized both measles and 
distemper viruses to approximately equal titres, the 
measles antisera consistently gave a higher titre against 
measles virus than against distemper virus. It is there- 
fore concluded that although there is some measure of 
antigenic relationship between the two viruses, a distinct 
difference is demonstrable. J. E. M. Whitehead 


231. Correlation between Canine Distemper and Measles 
Virus Neutralizing Capacities in Human Sera. [In 
English] 

G. Caritstr6Mm. Archiv fiir die gesamte Virusforschung 
[Arch. ges. Virusforsch.] 8, 539-548, 1959. 12 refs. 


The serum of human adults has been shown to possess 
neutralizing activity against canine distemper virus, and 
evidence has accumulated which points to infection by 
the measles virus as the factor which elicits this activity. 
In the work described here from the Karolinska Institute, 
Stockholm, the author made use of the technique des- 
cribed previously [see Abstract 230] to determine the 
neutralizing capacities of acute- and convalescent-phase 
sera from 16 patients with measles against lines of measles 
and distemper virus adapted to infant mice. All 16 of 
them showed a significant rise in neutralizing titre 
against measles virus, and in 10 of them there was also a 
significant rise in titre against distemper virus. In 4 
out of 5 cases in which the rise in titre against measles 
virus was not very great the rise against distemper virus 
was not great enough to be significant. A constant ratio 
of either ]:125 or 1:25 was demonstrated in convalescent 
sera between the neutralizing titres against distemper 
and measles viruses. Neutralizing antibody against dis- 
temper virus was also demonstrated in 5 out of 6 sera 
from children in Iceland, where no canine distemper had 
been known to have occurred in the previous 12 years. 
The author concludes that infection by measles virus is 
the principal cause of the neutralizing activity against 
canine distemper virus found in the serum in the Swedish 
population. J. E. M. Whitehead 


232. Association of Hemadsorption Viruses with Res- 
piratory Illness in Childhood 

R. M. CHANOocK, A. VARGosKO, A. Luckey, M. K. Cook, 
A. Z. KAPIKIAN, T. REICHELDERFER, and R. H. PARROTT. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 169, 548-553, Feb. 7, 1959. 6 refs. 


In an investigation of the role of two recently recog- 
nized myxoviruses, haemadsorption virus Type 1 and 
Type 2, in the causation of respiratory illness in children, 
which was carried out at 3 hospitals in Washington, D.C., 
between October, 1957, and May, 1958, the frequency 
of their isolation from 879 children (mean age 26-4 
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months) with croup, pneumonia, bronchiolitis, pharyn- 
gitis, or mild respiratory illness (Group 1) was compared 
with that in a comparable group of 859 children (mean 
age 31 months) without evidence of such illnesses 
(Group 2). Complement-fixation (C.F.) tests for anti- 
body response to viruses of Types 1 and 2 were also 
performed. 

Haemadsorption viruses were isolated from 54 (6-1°%) 
of the 879 patients in Group 1, but from only 2 of the 
859 controls. In Group 1 the isolation rate of Type-1 
virus was 2:3% and of Type 2 was 3-9%; it is thought 
that these rates were probably minimal, because many 
patients were not seen until between the 3rd and Sth 
days of illness. A higher index of infection was afforded 
by the C.F. tests; thus evidence of infection was so 
obtained in 77 (26-8°%) of 287 patients tested in Group 1 
(Type 1, 16-4°%; Type 2, 10-49%), compared with 9 
(7-3°%) of 124 members of Group 2 tested (Type 1, 6-4%; 
Type 2, 0-8°%). 

Correlation of the type of virus with the type of clinical 
illness showed that Type 1 was isolated from children 
with each of the respiratory disease syndromes, but that 
Type 2 was not isolated from any of the 321 patients 
with pneumonia or bronchiolitis—in fact the results of 
the C.F. tests constituted the only evidence implicating 
Type-2 virus with these two syndromes. Haemadsorp- 
tion virus was most frequently associated with croup, 
Types 1 or 2 being isolated from 11 (20-4%) of the 54 
cases of this disorder, while serological evidence of 
infection by these viruses was obtained in 18 (41-99%) of 
43 cases of croup so tested. Closer analysis showed that 
Type 2 was the more important agent in croup; its 
isolation rate in this disease was 16-7°%, while serological 
evidence of Type-2 infection was found in 30:2% of 
the cases tested. It is concluded that there was an 
aetiological association between haemadsorption viruses 
and respiratory illness among children in the area of 
study during the period 1957-8. Joyce Wright 
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233. Studies on Combined Tetanus Prophylaxis in 
Humans [In English] 

S. E. BerGentz and L. Puiipson. Acta chirurgica 
Scandinavica [Acta chir. scand.| 116, 58-67, Dec., 1958. 
5 figs., 16 refs. 


Good results with combined (active—passive) prophy- 
laxis against tetanus infections have been reported by 
several workers. It is well known that a high degree of 
passive immunity may interfere with the production of 
active immunity, but there is little evidence concerning 
the extent of the impairment of passive immunity which 
has been observed following combined prophylaxis. 

An investigation was carried out at the University of 
Uppsala, Sweden, to determine: (1) the degree cf passive 
immunity after combined prophylaxis compared with 
that after administration of antitetanus serum alone; 
(2) the degree of active immunity after combined prophy- 
laxis compared with that following administration of 
toxoid alone; and (3) the effect of a booster dose in 


patients given combined prophylaxis and in those given 
toxoid only. The subjects were 61 healthy 20-year- 
old males. Serum was taken before immunization and 
at intervals afterwards. 

It was proved that the degree of passive immunity 
following combined prophylaxis was slightly lower than 
that after passive immunization only. Of those immun- 
ized passively, 60°% had titres above 0-2 unit per ml., 
but only 15% of those receiving combined prophylaxis 
had titres above this level. The rise in antibody titre 
due to active immunization was not detected until 45 to 
74 days after combined prophylaxis, whereas in the group 
given toxoid alone similar antibody titres were found in 
14 to 24 days. A booster dose had the same effect in the 
group given combined prophylaxis as in that given toxoid 
alone. R. F. Jennison 


234. Active Immunization against Poliomyelitis with Live 
Attenuated Viruses. [In English] 

J. D. Veruinpe, J. B. WILTERDINK, and A. KRrerT. 
Archiv fiir die gesamte Virusforschung [Arch. ges. Virus- 
forsch.} 8, 549-564, 1959. 1 fig., 23 refs. 


Live attenuated strains of each of the three types of 
poliomyelitis virus were used for the vaccination, by 
the oral route, of 178 volunteers (members of the staff 
and their families) at the Netherlands Institute of Pre- 
ventive Medicine, Leiden. The strains of virus used 
were those selected by Sabin and designated LSc—2ab 
(Type 1), P712-—CH-2ab (Type 2), and Leon-12ab 
(Type 3). Fluid from monkey kidney tissue cultures 
each containing a single type of virus was diluted 1:10 
and given in doses of 0-1 ml. in a teaspoonful of jam or 
milk at intervals of 3 weeks in the sequence Type 1, 
Type 3, Type 2, because it was considered possible that 
the Type-2 virus might interfere with the multiplication 
of the other types. Two individuals developed minor 
reactions following vaccination on each occasion; in 
one case an urticarial rash of short duration developed 
24 to 48 hours afterwards, and in the other there was a 
mild pyrexial disturbance with headache, nausea, and 
pain in the neck. 

Among children up to 15 years old in whom pre-exist- 
ing antibodies could not be demonstrated virus was 
excreted in the faeces in 80 to 96°% of cases, according to 
the type of virus, for periods ranging from one to at 
least 7 weeks, and this group also showed development of 
antibodies in 90 to 100% of cases according to type. 
Among individuals with demonstrable pre-existing anti- 
bodies excretion of the corresponding virus was detected 
in a considerably lower proportion of cases and for 
shorter periods. Nevertheless, antibody responses were 
demonstrable in nearly 60°% of these persons. 

The neuropathogenicity of 54 strains of virus excreted 
by vaccinated persons was tested by intraspinal and intra- 
cerebral injection into cynomolgus monkeys. Three 
strains of Type-3 virus isolated from 2 children in the 
third week after vaccination showed a slight increase in 
neuropathogenicity. However, this increase in virulence 
was only transitory and was not detected in the strains 
excreted by these children before and after the third week. 

J. E. M. Whitehead 
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235. Anti-inflammatory Effects of Counterirritants 

C. LADEN, R. Q. BLACKWELL, and L.S. Fospick. Ameri- 
can Journal of Physiology [Amer. J. Physiol.) 195, 712- 
718, Dec., 1958. 1 fig., 22 refs. 


In this paper from the Northwestern University Dental 
School, Chicago, a study is reported of the effects of 
counter-irritants on experimental inflammation in rats. 
Under light anaesthesia 5 ml. of an irritant solution 
containing | g. of azovan blue and 1 g. of gum arabic in a 
litre of sterile saline solution was injected into the 
pleural cavity of the animals. At intervals thereafter 
the rats were killed with ether and the volume of pleural 
fluid measured in a 10-ml. graduated cylinder. Counter- 
irritation was applied by injecting the left hind knee- 
joint with 0-2 ml. of a 2% solution of silver nitrate or 
each hind leg with 0-5 ml. of a 10°%% solution of gum 
arabic, dextrin, or egg albumen. The concentration 
of protein in the serum and pleural fluid was determined 
by a micro-Kjeldahl method and the concentration 
of azovan blue in a spectrophotometer at 620 muy. 
Between 5 and 15 hours after the injection rats treated 
with silver nitrate showed a reduction in pleural volume 
compared with control values. The protein content of 
the pleural exudate was also reduced in a way which 
could not be explained by loss of plasma protein into the 
hind limb, reduction in the plasma protein level, or 
increased lymphatic drainage from the pleural cavity. 
This action was also seen in hypophysectomized and 
adrenalectomized rats, so that the pituitary—adrenal axis 
did not appear to mediate the effect. 

It is suggested that counter-irritants liberate some sub- 
stance from the tissues which they damage and which 
is carried by the blood to exert an anti-inflammatory 
effect elsewhere in the animal. Norval Taylor 


236. A Study of the Effectiveness of Certain Anorexi- 
genic Agents 

J. F. Fazekas, W. R. EHRMANTRAUT, and J. KLEH. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 236, 692-699, Dec., 1958. 1 fig., 9 refs. 


A double-blind study of the efficacy of two anorexigenic 
agents, phenmetrazine hydrochloride and dexamphet- 
amine sulphate, is reported from the District of Columbia 
General Hospital, Washington, D.C., and the Children’s 
Center, Laurel, Maryland. In 55 obese mentally normal 
subjects phenmetrazine hydrochloride in a dosage of 
25 mg. three times a day produced a computed average 
weekly loss of weight of 1-3 lb. (589 g.) compared with 
0-26 Ib. (118 g.) with a placebo. In order to eliminate 
the influence of suggestion phenmetrazine, dexamphet- 
amine, and a placebo were given to a group of mentally 
deficient subjects. There was similar significant weight 
reduction with the two drugs compared with the placebo. 
The authors suggest that these drugs act primarily in 
subcortical areas through neurohumoral mechanisms, 
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pointing out that the influence of the cortex and the 
spinal cord on appetite may explain the variability in 
individual response to anorexigenic agents. J. Ansell 


237. Studies on the Mechanism of Hypotensive Action 
of Chlorothiazide 

D. ALEKSANDROW, W. WyszNAcKA, and J. GAJEWSKI. 
New England Journal of Medicine [New Engl. J. Med.] 
260, 51-55, Jan. 8, 1959. 2 figs., 14 refs. 


The effect of chlorothiazide on the blood pressure 
and sodium excretion of 9 hypertensive women was 
studied at the Second Medical Clinic of the Medical 
Academy of Warsaw. The patients were given a diet 
containing 20 to 40 mEq. of sodium and 40 to 60 mEq. 
of potassium daily. Their blood pressure, body weight, 
24-hour endogenous creatinine clearance, and sodium 
and potassium balance were measured daily during an 
initial 5-day control period, a 7-day period of treatment 
with 1-5 g. of chlorothiazide daily by mouth, and a 
7- to 10-day period after withdrawal of the drug. The 
cardiac output and plasma sodium, potassium, chloride, 
and bicarbonate levels were measured before and on the 
last day of chlorothiazide treatment. 

Chlorothiazide caused a mean cumulative loss of 3-8 
(range 4-5 to 2:6) mEq. of sodium per kg. body weight; 
most of this loss occurred during the first 3 days of 
treatment. The blood pressure of all the patients was 
reduced, the average decrease in systolic pressure being 
17:7°% (range 29-0 to 5-1%) and in diastolic pressure 
10-1% (range 24:3 to +2:1%). Although the fall in 
blood pressure followed the change in sodium balance, 
the extent of the fall could not be correlated with the 
amount of sodium lost from the body. The fall in blood 
pressure usually resulted from a reduction in peripheral 
resistance and occurred without affecting the cardiac 
output significantly. The hypotensive effect appeared 
soon after the start of the sodium diuresis and slowly 
disappeared during repletion of the sodium stores of the 
body after withdrawal of the drug. It is suggested that 
chlorothiazide lowers the peripheral resistance in hyper- 
tension by reducing the sodium content of the arteriolar 
walls. J. E. Page 


238. Localization and Characterization of Sodium Trans- 
port along the Renal Tubule 

R. L. MAvin, W. S. Wipe, A. J. VANDER, and L. P. 
SULLIVAN. American Journal of Physiology [Amer. J. 
Physiol.] 195, 549-557, Dec., 1958. 3 figs., 25 refs. 


The proximal tubular Na transport system was 
investigated using our stop flow analysis [see Abstract 
239]. During varying degrees of osmotic diuresis in 
dogs the ureter of one kidney was occluded for 24 to 8 
minutes. Following occlusion serial urine samples were 
collected and analyzed for Na, creatinine, PAH or glu- 
cose. Using urinary creatinine concentrations as an 
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index of water movement the mass of Na and water 
reabsorbed from the proximal segments during occlusion 
was calculated. In all experiments the calculations 
showed the Na concentration in the proximal reabsorb- 
ate was of the same concentration which existed in 
plasma. Such behavior is inconsistent with a proximal 
Na pump which would otherwise reabsorb a supra- 
plasma-level Na solution away from mannitol and Na 
in the tubule. The data suggest that Na and water 
transport out of the proximal tubules may be a passive 
process initiated by the colloidal osmotic pressure differ- 
ences which exist between the intratubular urine and the 
peritubular capillary blood. A passive mechanism for 
Na and water reabsorption from the proximal segment 
resolves many difficulties faced by a Na pump.— 
{Authors’ summary.] 


239. Localization of the Site of Action of Mercurial 
Diuretics by Stop Flow Analysis 

A. J. VANDER, R. L. MALvin, W. S. WILDE, and L. P. 
SULLIVAN. American Journal of Physiology [Amer. J. 
Physiol.) 195, 558-562, Dec., 1958. 1 fig., 16 refs. 


In experiments carried out at the University of Michi- 
gan School of Medicine, Ann Arbor, the technique of 
** stop-flow ’’ analysis was used to compare proximal and 
distal renal tubular function before and after the adminis- 
tration of “ thiomerin ” (mercaptomerin) or meralluride 
to dogs under pentobarbitone anaesthesia. The method 
consists in catheterizing one ureter and then producing a 
diuresis with a constant infusion of an osmotic diuretic 
(mannitol), which retards water reabsorption. During a 
test period the ureter is clamped, causing a rise in intra- 
tubular pressure which, when it reaches the net filtration 
pressure, stops glomerular filtration. During this period 
the concentration of any substance in the static column of 
fluid will be changed along the nephron “ depending 
upon how the individual segments handle this sub- 
stance’. On release of the occlusion. small volumes of 
urine (approximately 0-5 ml.) are collected from the 
catheter in rapid succession and analysed to show the 
“* concentration pattern ”’. 

The mercurial diuretics caused a reduction by at least 
50% in the mass of water and sodium reabsorbed by the 
proximal tubule during the occlusion, the effects on 
water and on sodium being equivalent, so that the sodium 
concentration of the proximal reabsorbate always re- 
mained the same as that of the plasma. The drugs were 
without effect on the capacity of the distal tubules to 
reabsorb sodium. W. C. Bowman 


240. The Release of Adrenaline and Noradrenaline from 
the Adrenal Medulla of the Cat during Splanchnic Stimu- 
lation 

N. R. Eape and D. R. Woop. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacoll.] 
13, 390-394, Dec., 1958. 13 refs. 


It has been reported that rapid synthesis of catechol 
amines occurs during electrical stimulation of the splanch- 
nic nerves in cats. In experiments carried out at McGill 
University, Montreal, the venous outflow from one 
adrenal gland of eviscerated cats was collected during 
ten 5-minute periods of stimulation of the splanchnic 
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nerve at a rate of 20 per second (duration 2-5 milli- 
seconds, intensity 5 V.). The amounts of adrenaline 
and of noradrenaline in the venous outflow and the 
amounts in the unstimulated glands removed at the start 
of the experiment and the stimulated glands removed at 
the end were determined chiefly by a fluorimetric 
method in which alkaline potassium ferricyanide was the 
oxidizing agent. In eight experiments a mean of 51-5. 
pg. of total catechol amine was recovered from the 
effluent blood. The mean difference in amine content 
between the stimulated and the unstimulated glands was 
50 pg., representing a loss of 29% from the stimulated 
gland. The proportions of the two amines in the effluent 
blood were very similar to those found in the glands, 
irrespective of the degree of depletion observed or the 
initial amount of noradrenaline present in the gland. 
Thus the findings do not provide any evidence that 
there is an increase in the rate of synthesis of catechol 
amines in cats during stimulation of the splanchnic 
nerves. G. B. West 


241. The Analgesic Equivalence to Morphine and Rela- 
tive Side Action Liability of Oxymorphone (4-Hydroxy- 
dihydromorphinone) 

N. B. Eppy and L. E. Lee. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol. exp. Ther.] 
125, 116-121, Feb., 1959. 1 fig., 5 refs. 


The analgesic effect of morphine sulphate was com- 
pared with that of 4-hydroxydihydromorphinone (oxy- 
morphone) in 36 patients suffering from neoplastic disease 
at Wayne County General Hospital, Eloise, Michigan. 
All the patients were enduring pain which called for daily 
administration of narcotics. During the course of the 
study each patient received one dose of a placebo, two 
doses of morphine sulphate, and two doses of oxy- 
morphone. The patients were divided into four groups; 
in all the groups the dose of placebo and the two doses 
of morphine sulphate—namely, 8 mg. and 12 mg.— 
were the same, but the doses of oxymorphone were as 
follows: 1 mg. and 1-5 mg. in the first group, 0-66 mg. 
and 1 mg. in the second, 1-33 mg. and 2 mg. in the third, 
and 0-5 mg. and 1 mg. in the fourth. Only one experi- 
mental dose was given each day; if further analgesia was 
required during the remainder of the 24 hours a routine 
narcotic was given. The patient’s subjective assessment 
of pain was recorded at half-hourly intervals as none, 
slight, moderate, or severe. Under these conditions 
1-02 mg. of oxymorphone hydrochloride was equivalent 
in analgesic potency and duration of effect to 10 mg. of 
morphine sulphate. The limits of error (P=0-99) were 
61 to 164%. The side-effects for equipotent analgesic 
doses were slightly less for oxymorphone than for mor- 
phine. Doses of 2 mg. of oxymorphone, however, 
produced severe respiratory depression in debilitated 
patients. P. A. Nasmyth 


242. Oral Prolonged Action Medicaments: Their 
Pharmaceutical Control and Therapeutic Aspects. [Re- 
view Article] 

J. Lazarus and J. Cooper. Journal of Pharmacy and 
Pharmacology [J. Pharm. (Lond.)| 11, 257-290, May, 
1959. 4 figs., bibliography. 
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243 (a). Fluoxymesterone Therapy in Advanced Breast 
Cancer 


-B. J. KeENNeDy. New England Journal of Medicine [New 


Engl. J. Med.) 259, 673-675, Oct. 2, 1958. 7 refs. 


243 (b). Fluoxymesterone (‘‘ Halotestin ’’) in Advanced 
Breast Carcinoma 

B. A. Stott. Medical Journal of Australia [Med. J. 
Aust.] 1, 70-74, Jan. 17, 1959. 8 figs. 


Fluoxymesterone 
testosterone) has the anabolic and androgenic properties 
and oral effectiveness of methyltestosterone while being 
about 5 times more potent. 

In the first of these two papers the author reports the 
use of this compound at the University of Minnesota 
Hospitals, Minneapolis, in the treatment of 56 women 
with disseminated breast cancer. All but one were post- 
menopausal and 8 had undergone hypophysectomy, this 
being the only form of previous hormone therapy. To 
36 of the patients 20 mg. of fluoxymesterone was given 
daily by mouth and to the other 20 patients 40 mg. daily. 

In 2 cases the development of hypercalcaemia necessi- 
tated the cessation of therapy after 2 to 3 weeks, but the 
remaining patients were treated for 2 to 17 months. 
Objective improvement occurred in 19 patients, including 
one of those who had undergone hypophysectomy. 
The lesions most frequently improved were the osseous 
metastases, but the primary lesion and secondary lesions 
in the skin, lymph nodes, and pleura were also improved 
in some cases. The objective improvement lasted 
3 to 17 months (more than 12 months in 5 cases) and at 
the time of the report the average survival of the patients 
with objective improvement was greater (15 months) 
than in those without (8 months). Oily skin, alopecia, 
and considerable hoarseness occurred as side-effects in 
much the same way as with testosterone propionate 
treatment, but acne, aggressive behaviour, and com- 
plaints about treatment were less frequent. Hirsutism 
was confined to the upper lip. Hypercalcaemia devel- 
oped in 4 patients. Increased erythropoiesis was com- 
mon, and was sufficient to lead to complications in 3 
cases (congestive heart failure ; haematemesis ; and head- 
ache, dyspnoea, and hypertension respectively). 

The author of the second paper, working at the Peter 
MacCallum Clinic, Melbourne, has studied the effects of 
fluoxymesterone in doses of 15 to 20 mg. or 25 to 40 mg. 
daily by mouth on 50 patients with advanced carcinoma 
of the breast with metastases. Objective evidence of 
recalcification was obtained in 3 out of 22 patients with 
bony metastases after 6 to 10 weeks of treatment, the 
improvement lasting 3 to 6 months in most cases. Objec- 
tive improvement was obtained in 8 of 29 patients with 
soft-tissue lesions (breast, lymph nodes, or skin) and 
lasted 6 months or more. In none of 5 cases of pul- 
monary metastasis was regression of the metastases 
observed or control of pleural effusion obtained. Urin- 
ary calcium excretion tended to be reduced during treat- 
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ment, but the changes did not always parallel the clinical 
changes. Clinical benefit did not seem to be related 
to the menopausal condition of the patient. The higher 
dosage seemed to be more effective in patients with soft- 
tissue metastases. Androgenic side-effects (hirsutism of 
the upper lip and hoarseness) were slight. 

[The advantages of oral medication are obvious, 
and this compound appears to be as effective by mouth 
as testosterone propionate given intramuscularly. That 
its androgenic effects are less may be true, but this cannot 
be proved merely by comparison with previous experi- 
ence (which is detailed in neither paper).] 

Peter C. Williams 


244. The Antituberculous Activity of Kanamycin in 
vitro and in the Experimental Animal (Guinea Pig) 

W. STEENKEN, V. MONTALBINE, and J. R. THURSTON. 
American Review of Tuberculosis and Pulmonary Diseases 
[Amer. Rev. Tuberc.] 79, 66-71, Jan., 1959. 5 refs. 


Kanamycin was isolated from Streptomyces kana- 
myceticus by Umezawa et al. in Japan in 1957, and later 
in the same year was found by Yanagisawa to have anti- 
tuberculous activity against both streptomycin-suscept- 
ible and streptomycin-resistant tubercle bacilli. In an 
investigation carried out at the Trudeau Laboratory, 
Saranac Lake, New York, the authors confirmed Yanagi- 
sawa’s finding by demonstrating that kanamycin had 
bactericidal properties against tubercle bacilli of the 
H37Rv strain. They also found that kanamycin 
exerted an effect on a photochromogenic strain of 
Mycobacterium and on tubercle bacilli resistant in vitro 
to one or more of the following drugs: streptomycin, 
isoniazid, neomycin, cycloserine, streptovaricin, vio- 
mycin, and PAS. 

The emergence in vitro of kanamycin-resistant strains 
of tubercle bacilli as well as complete cross-resistance 
with neomycin and partial cross-resistance with vio- 
mycin was also demonstrated. Definite beneficial effect 
was noted in experimental tuberculosis in guinea-pigs 
infected intracardially and treated with intramuscular 
injections of 30 to 40 mg. of kanamycin per kg. body 
weight daily. The drug was much less active in vivo 
than isoniazid and slightly less active than strepto- 
mycin. Kanamycin may be less toxic in the guinea-pig 
than neomycin in spite of the complete cross-resistance 
with the latter drug. A. J. Karlish 


245. Current Status of Amphotericin B in the Treatment 
of the Systemic Fungus Infections 

V. D. Newcomer, T. H. STERNBERG, E. T. WRIGHT, and 
R. M. Reisner. Journal of Chronic Diseases [J. chron. 
Dis.] 9, 353-374, April, 1959. 33 refs. 


Correction.—February issue, Abstract 255, line 4: the words “a new 
antibiotic derived from Streptomyces kanamyceticus’’ should be 
deleted.— EpitoR 
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246. Infectious Mononucleosis. An Analysis of 100 
Cases with Particular Attention to Diagnosis, Liver 
Function Tests and Treatment of Selected Cases with 
Prednisone 

W. R. Mason and E. K. Apams. American Journal 
of the Medical Sciences [Amer. J. med. Sci. 236, 447-459, 
Oct., 1958. Bibliography. 


The authors analyse a series of 100 cases of infectious 
mononucleosis observed among students at Emory Uni- 
versity, Georgia, during the past 7 years. After sum- 
marizing and discussing previous work on diagnosis 
-hey list their criteria as follows: (1) Clinical findings— 
posterior cervical lymphadenopathy, pharyngitis, pal- 
sable spleen, and fever. (2) A blood picture showing 
nore than 50% lymphocytes and 15% atypical lympho- 
cytes. (3) A positive heterophile agglutination reaction 
‘na titre of 1:112 or higher, or in a lower titre but with 
1 typical absorption pattern. For a definite diagnosis 
all three criteria should be satisfied; if the clinical 
indings are characteristic, but only one of the other 
wo criteria are met, the diagnosis should be regarded as 
oresumptive only. 

The heterophile reaction was positive in 91 of the 
suthors’ cases (the titre being 1:224 or higher in 80), 
absorption tests with guinea-pig kidney and beef erythro- 
cytes gave positive results in 47, and the blood picture 
was characteristic in 92. A definite diagnosis was made 
in 83 cases. Of the clinical signs, lymph-node enlarge- 
ment was present in 95 cases, pharyngitis in 91, spleno- 
megaly in 51, fever in 79, malaise in 76, headache in 55, 
zastro-intestinal symptoms in 47, cough in 31, petechiae 
of the palate in 13, rash in 12, pain in the eyes in 10, 
enlargement of the liver in 6, meningism in 3, and pneu- 
monitis in 3. The total duration of the illness in the 
84 cases in which it could be determined “‘ with reasonable 
accuracy”’ on both subjective and objective grounds 
ranged from 6 to 48 days (average 17-6 days). The first 
heterophile test was performed (in 77 cases) 2 to 20 
days after the onset of illness (average 7 days) and gave 
a positive result in 70%. On the average the result 
first became positive on the 9th day of the illness and 
the characteristic blood picture was first seen on the 7th 
day. 

Various liver function tests were carried out on 62 
patients, the ‘* bromsulphalein” test giving positive 
results in 80° of 54 cases, the cephalin flocculation 
test in 75°% of 32 cases, and the thymol turbidity test 
in 18% of 28 cases. No patient was jaundiced, the 
serum bilirubin level was slightly elevated (1 to 2 mg. 
per 100 ml.) in 3 out of 14 cases tested, and the icterus 
index was normal in all of 10 cases. The authors con- 
clude that hepatitis, which is probably different in nature 
from infective and serum hepatitis, is a common feature 
of infectious mononucleosis. 

Treatment was mainly symptomatic and supportive. 
However, 17 patients with pharyngeal oedema or high 
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fever were given prednisone in doses of 20 mg. daily for 
1 to 3 days and then tapering off by 5 mg. daily; there 
was subjective improvement in 24 hours and objective 
improvement in 2 to 3 days; but the total duration of the 
illness remained the same, averaging 18 days. The 
ultimate value of steroid therapy thus remains to be 
proved. No relapse occurred, and most of the patients 
resumed work in 2 to 3 weeks. Complications occurred 
in 16 cases—skin rashes in 12, thrombocytopenic pur- 
pura with a platelet count of 25,000 per c.mm. in one, 
and pneumonitis in 3. No case of jaundice, splenic 
rupture, or neurological complication occurred. 

[This is an indifferent paper and not to be compared 
with studies such as those of Halcrow et al. (Brit. med. 
J., 1943, 2, 443) and of Hobson et al. (Brit. med. J., 
1958, 1, 845; Abstr. Wid Med., 1958, 24, 335).] 

I. M. Librach 


247. Mumps Virus and the Nervous System. (Mumps- 
virus und Nervensystem) 

W. Scuem. Fortschritte der Neurologie, Psychiatrie und 
ihrer Grenzgebiete (Fortschr. Neurol. Psychiat.] 27, 72- 
129, Feb., 1959. Bibliography. 


After a historical introduction the author discusses 
the immunological reactions of the mumps virus and 
discusses the clinical picture of the neurological compli- 
cations of the disease in great detail. Meningitis, 
encephalitis, and polyneuritic and myelitic syndromes 
caused by the mumps virus or occurring in association 
with mumps are dealt with and their origin critically 
debated. The question of prenatal damage due to 
maternal infection with mumps is discussed and various 
diagnostic problems are outlined. 

[The 16 pages of references, totalling more than 500, 
form an important and most valuable part of this paper. 
The compilation of such a bibliography, including 
case reports, on the nervous complications of mumps 
infection from even the most remote sources all over the 
world is in itself a great service to neurologists and 
psychiatrists, who have to concern themselves more and 
more with virus diseases.] W. Mayer-Gross 


248. Outbreak of Adenovirus Infection in the Ports- 
mouth Naval Command, 1958 

P. K. Fraser and L. A. Hatcn. British Medical 
Journal [Brit. med. J.) 1, 470-473, Feb. 21, 1959. 2 figs., 
15 refs. 


During 1958 a widespread outbreak of adenovirus 
infection occurred in the Portsmouth Naval Command 
immediately following an epidemic of influenza. The 
presenting symptom was febrile upper respiratory tract 
infection, which necessitated a stay in hospital of about. 
8 days. Almost all the patients had a sore throat, this 
being accompanied occasionally by tonsillar exudate. 
Cough was common, and in about 5% of the cases 
pneumonia developed. In 2 cases the full picture of 
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the Stevens-Johnson syndrome was observed. Of 525 
paired sera, 201 showed a fourfold or greater rise in titre 
against adenovirus, and Type-3 adenovirus was cultured 
from 3 out of 40 throat swabs and from 1 out of 16 
specimens of faeces taken in the first three days of the 
illness. A study of the epidemiological data showed 
that the outbreak developed simultaneously in several 
different establishments. Adenovirus infection did not 
appear to be predominantly a disease of the very new 
recruit. D. Geraint James © 


249. The Varied Clinical Manifestations of Coxsackie 
Virus Infections. Observations and Comments on an 
Outbreak in California 

R. B. Gorpon, E. H. Lennette, and R. S. SANDROCK. 
A.M.A. Archives of Internal Medicine [A.M.A. Arch. 
intern. Med.| 103, 63-75, Jan., 1959. 7 figs., 36 refs. 


The clinical features of an outbreak of Coxsackie 
virus infection (over 500 cases) which occurred in the 
late summer of 1956 in Shasta County, California, are 
discussed in relation to those reported by other workers 
to be associated with such infection. The authors dis- 
cuss particularly 60 cases of pleurodynia, a number 
[undisclosed] of cases of aseptic meningitis, and 7 cases 
of pericarditis. In those instances in which there was 
unequivocal proof of the aetiology the causative organ- 
ism was always Coxsackie virus Group B, Type 5. It 
is of epidemiological interest that infection with one type 
of Coxsackie virus may give rise to diverse clinical 
manifestations within the same epidemic. [This paper 
serves as a general review of the subject.] 

D. Geraint James 


250. Pseudomonas’ Septicemia. Observations on 
Twenty-three Cases 

C. E. Forkner, E. Frei, J. H. EoGcomps, and J. P. Utz. 
American Journal of Medicine [Amer. J. Med.| 25, 877- 
889, Dec., 1958. 7 figs., bibliography. 


Between 1954 and 1957, 23 cases of septicaemia due to 
Pseudomonas aeruginosa were seen at the Clinical Center, 
National Institutes of Health, Bethesda, Maryland, 
22 being fatal (mean duration of life following the first 
positive blood culture being 4 days). All except 2 of the 
23 patients had malignant neoplastic disease, and 13 had 
acute leukaemia. Ps. aeruginosa was the second com- 
monest cause of septicaemia and the most frequent 
cause of death in patients with leukaemia. In 10 of the 
13 septicaemia developed in spite of broad-spectrum 
antibiotic therapy, and there was some evidence that 
antimetabolites might be predisposing factors. 

The commonest portals of entry of the organism were 
the skin and mucous membranes. Jaundice developed 
in 12 of 23 patients, meningitis in 6, and septic arthritis 
in 2. Most of the patients had abdominal distension, 
and in 15 there were neurological manifestations—appre- 
hension, disorientation, tremors, convulsions, and coma. 
Skin lesions, which were present in 9 patients, were of 
four types—ecthyma gangrenosa, clusters of vesicles with 
a cloudy fluid containing Ps. aeruginosa, flat areas of 
cellulitis rapidly becoming haemorrhagic and necrotic, 
or small, pink, maculopapular nodules. The last-named 
appeared early in the course of the infection. In 9 
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cases polymixin B was given and the organism isolated 
from the blood was found to be sensitive ‘* to amounts of 
polymixin (12 yg. or less) considered attainable in the 
serum”. The remaining patients received one of the 
tetracyclines, chloramphenicol, streptomycin, or neo- 
mycin, separately or in combination. Terminally there 
was a rapid and profound fall in blood pressure. Post 
mortem, lesions were found throughout the body and 
consisted of a diffuse, acute, necrotizing vasculitis, the 
walls of small arteries and veins being invaded by the 
organisms. The areas supplied by the affected vessels 
necrosed and became infected, giving rise to septic necrosis 
or haemorrhagic gangrenous ulcers. C. Bruce Perry 


251. The Morphology of Staphylococcal Infection in 
Children. (Mopdonorus crapunoKoKKoBblx 3sa6oneBa- 
HHH y neTei) 
O. I. Bazan. J7eOuampua [Pediatrija) 51-57, No. 3, 
1959. 22 refs. 


The author analyses the post-mortem findings in 89 
cases of fatal staphylococcal infection in children aged 
6 months to 3 years admitted to the Sverdlov Infectious 
Diseases Hospital, Leningrad, over the 12-year period 
1946-57 and stresses the relative importance of the 
infection and the ineffectiveness of antibiotics. 

In 25 cases the infection was primarily staphylococcal, 
while in the remainder the main initial conditions were 
dysentery (29 cases), diphtheria (7), measles (8), whoop- 
ing cough (5), virus influenza (3), and gastro-enteritis (5). 
The form of the infection was pneumonic in 85 cases, 
tonsillar in 7, laryngo-tracheo-bronchitic in 11, gastro- 
intestinal in 11, and pyaemic in 4, these processes being 
frequently combined. In 68 of the pneumonic cases 
there were widespread changes in the lungs. The 
pyaemic cases occurred mainly in very young infants 
with- furunculosis. The organism was Staphylococcus 
aureus in 35 cases and Staph. albus in 41, both types 
being present in 13 cases. On the basis of the clinical 
history the cases were divided into three types: (1) local- 
ized, without marked toxaemia; (2) toxaemic, 9 cases 
showing fulminating infection and scarlatiniform rash; 
and (3) septicaemic. 

No antibiotic was given in 25 cases seen in the early 
years of the survey period, a further 26 cases received 
only a small total amount of penicillin (1 mega unit), 
9 received mixed antibiotic therapy, but only for 24 hours, 
and the remaining 29 cases received either large doses 
of penicillin or other antibiotics over a longer period; 
in spite of this treatment 17 of these cases showed clinical 
and post-mortem evidence of complete resistance to 
therapy. The number of deaths from staphylococcal 
infection in 1954 was 7 out of 18 cases, while it was 
8 out of 21 in 1955, 3 out of 11 in 1956, and 6 out of 12 
in 1957. The figures for staphylococcal pneumonia over 
the 12-year period showed little change; in the period 
1946-50 (before the widespread use of antibiotics) there 
were 40 cases, and in 1951-7, 45 cases. During the past 
6 years only one case of pneumococcal and 3 of strepto- 
coccal infection are reported, whereas in this period there 
were 29 cases of staphylococcal infection. 

4 Margot G. Dunlop 
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252. On the Role of the Thyroid in Native Resistance 
‘o Tuberculosis. I. The Effect of Hyperthyroidism 

M. B. Lurie, P. Zappasopi, R. S. Levy, and R. G. 
BLAKER. American Review of Tuberculosis and Pul- 
onary Diseases [Amer. Rev. Tuberc.] 79, 152-179, 
=eb., 1959. 14 figs., 15 refs. 


In this study, the first of a series undertaken at the 
Henry Phipps Institute (University of Pennsylvania), 
Philadelphia, in an attempt to discover whether hormone 
‘mbalance might be a significant factor in the develop- 
ment and maintenance of natural resistance to tuber- 
culosis, the authors have investigated the effect of induced 
1yperthyroidism on the pathogenesis of tuberculosis. 
in approximately 175 rabbits belonging to 8 races of 
different genetic resistance to tuberculosis—an equal 
aumber of litter-mates of the experimental animals 
serving as a control group—hyperthyroidism was induced 
and maintained during the experiment by the intra- 
muscular injection of L-triiodothyronine and L-thyroxine. 
After 2 to 4 weeks’ treatment the rabbits were infected 
»y inhalation with a virulent strain of human tubercle 
yacilli. The basal metabolic rate (B.M.R.) was 
used to gauge the degree of hyperthyroidism. The 
aumber of inhaled tubercle bacilli required to yield one 
pulmonary tubercle 4 to 5 weeks after the inhalation 
was taken as a quantitative measure of resistance, while 
‘he size, histological character, bacillary content, and 
extent of caseation of the tubercles were considered to 
reflect the degree of resistance to progress of the infection. 
Further, quantitative cultures of lung tissue, regional 
‘ymph nodes, and spleen were used to determine the 
effect of hyperthyroidism on the growth and destruction 
of tubercle bacilli in the tissues. 

The administration of L-triiodothyronine or L-thy- 
roxine under the above conditions was found to suppress 
ihe inception and progress of tuberculosis in four races 
of rabbits in varying degrees, the increase in native 
resistance being twentyfold in one race treated with 
triiodothyronine, and fourfold in one treated with 
thyroxine. [For details of the different races the original 
paper should be consulted.] Enhancement of resistance 
was associated with a degree of hyperthyroidism resulting 
in an average increase in the B.M.R. of 30%. It was 
evidenced by a great reduction in the number of tubercles 
in the lungs of the experimental animals and by signifi- 
cantly retarded progression of the infection and marked 
reduction in bacillary content of the tubercles. The 
pulmonary bacillary content was 10 to 40 times less in 
the rabbits given triiodothyronine and 10 times less in 
those given thyroxine than in the controls. 

This difference in resistance between hormone-treated 
animals and control animals was of a degree similar to 
that occurring naturally between untreated rabbits 
belonging to a natively resistant race and untreated 
animals of a natively susceptible race. Further, it was 
found that the spread of bacilli from the lung to. the 


regional lymph nodes was greater in thyroid-treated 
animals and natively resistant animals than in natively 
susceptible rabbits. This effect was much greater with 
triiodothyronine than with thyroxine, indicating that the 
increase in bacillary spread to regional nodes parallels 
the increase in resistance rather than the increase in 
B.M.R. It was also-shown that the progress of already 
existing disease of 21 days’ duration could be checked 
to a considerable extent by intensive triiodothyronine 
treatment. / 

It is emphasized that experimental hyperthyroidism 
does not always increase resistance. Thus no significant 
effect was observed in rabbits of the most susceptible 
race or in those of a highly resistant race. Finally it 
was demonstrated that triiodothyronine in the concen- 
trations employed had no effect on the tubercle bacilli 
in vitro. It is thus concluded that an unknown internal 
change induced by the hormone, and not the added 
hormone per se, increases resistance in certain cases. 

B. Golberg 


253. On the Role of the Thyroid in Native Resistance 
to Tuberculosis. II. The Effect of Hypothyroidism. The 
Mode of Action of Thyroid Hormones 

M. B. Lurie, P. ZAppasopi, R. G. BLAKER, and R. S. 
Levy. American Review of Tuberculosis and Pulmonary 
Diseases [Amer. Rev. Tuberc.] 79, 180-203, Feb., 1959. 
11 figs., 24 refs. 


The second of this series of studies [see Abstract 252] 
was planned to demonstrate that hypothyroidism induced’ 
in rabbits lowers resistance to tuberculous infection and 
also to determine the effects of different thyroid states 
on the pathogenesis of tuberculosis in three inbred races 
of rabbit—namely, Race III, of very high native resist- 
ance; Race IIIA, of intermediate resistance ; and Race 
CaC, of low native resistance. In the experimental 
animals thyroidectomy was performed by blunt dis- 
section, while in the controls (litter-mates) the gland was 
exposed but not removed. 

In animals of Race IIIA thyroidectomy enhanced the 
rate of inception and progress of tuberculous disease and 
was associated with an increase in the number of bacilli 
in the lesions and the extent of caseation. A similar 
marked depression of resistance was produced in the 
animals of Race III, in which, in the previous study, 
induced hyperthyroidism had failed to increase further 
their already high native resistance. Both thyroidec- 
tomy and treatment with propylthiouracil halved the 
resistance of rabbits of Race CaC, and the tubercles were 
distinctly smaller and more caseous. 

Hypothyroidism was thus found to reduce native 
resistance to infection with tuberculosis and its progress, 
resulting in an increase in the content of the bacilli 
in the tissues and consequent increase in caseation. 
Administration of thyroid hormone tended to induce 
hypertrophy of the spleen, thyroidectomy a marked 
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atrophy of this organ, and propylthiouracil no change. 
Tuberculin sensitivity and perifocal inflammation in 
hypothyroid animals, especially after thyroidectomy, 
was markedly reduced, apparently because of reduced 
inflammatory irritability of the tissues. The marked 
reduction in tuberculin sensitivity in hyperthyroidism is 
ascribed to the diminution in antigenic stimulation. The 
host—parasite relationship in hypothyroid animals is 
similar to that of natively susceptible or cortisone-treated 
rabbits, whereas in hyperthyroid rabbits it resembles 
that in natively resistant animals. The authors point 
out that mere increase in oxygen consumption is not a 
factor in the enhancement or suppression of bacillary 
growth, since the administration of the calorigenic agent 
dinitrophenol reduced resistance and increased the num- 
ber of bacilli in the lesions. Similarly, increasing 
the basal metabolic rate in certain races of rabbit with 
triiodothyronine failed to increase their resistance. In 
some rabbits hyperthyroidism tended to accelerate and 
thyroidectomy to retard antibody formation in response 
to bovine serum albumin. No difference was found in 
the basal metabolic rates of resistant and susceptible 
rabbits, but tuberculosis caused hypertrophy of the 
thyroid gland in some untreated animals. 

After a lengthy discussion of the role of the thyroid 
gland in resistance to tuberculosis the authors, in the 
light of their experimental findings, conclude that thyroid 
function is one of the constitutional factors controlling 
native resistance to tuberculosis in rabbits. 

B. Golberg 


254. ‘* Chemoprophylaxis’’ with Isoniazid and Im- 
munity against Tuberculosis. (‘ Chimio-prophylaxie ” 
par l’isoniazide et immunité antituberculeuse) 

R. Despré, H. NouFFLARD, and S. FousserREAU. Revue 
francaise d’études cliniques et biologiques [Rev. frang. 
Et. clin. biol.] 4, 32-39, Jan., 1959. 14 figs., 11 refs. 


Conflicting reports have been published as to the effect 
which prophylactic chemotherapy against tuberculous 
infections has on the production of natural immunity to 
the disease. 

The authors here describe an experimental study 
carried out at the Hépital Léon-Bernard, Brévannes, on 
6 groups of guinea-pigs, of which 5 were inoculated 
intradermally with small numbers of a virulent human 
strain of tubercle bacilli (H37Rv), the 6th serving as a 
control group. Two of the groups were then given 
isoniazid immediately after the intradermal inoculation 
and in two others this treatment was delayed for 10 days; 
in each case the isoniazid was given by subcutaneous 
injection every 24 hours in a dose of 10 mg. per kg. 
body weight per day. Treatment was stopped on the 
27th day after the infecting inoculation in all groups, 
and 8 days later three of the groups received a second 
test inoculum of the same virulent strain. 

Observation of the local lesions and lymph nodes 
showed that there was evidence of a high degree of resist- 
ance to the second, challenging, inoculation in the group 
receiving no drug treatment, whereas in the groups given 
immediate treatment of the primary lesion with isoniazid 
there was almost complete lack of resistance to the 
challenging dose; animals in the group in which treat- 
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ment was delayed for 10 days showed an intermediate 
response. The survival times of the infected animals 
showed corresponding differences. R. F. Jennison 
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255. Comparative Trial of Isoniazid in Combination 
with Sulphone or PAS in the Treatment of Acute Pul- 
monary Tuberculosis in East Africans 

A CO-OPERATIVE INVESTIGATION IN EAST AFRICAN Hos- 
PITALS AND LABORATORIES WITH THE COLLABORATION OF 
THE BRITISH MEDICAL RESEARCH COUNCIL. Tubercle 
[Tubercle (Lond.)] 40, 1-13, Feb., 1959. 17 refs. 


A cooperative investigation of the efficacy of a com- 
bination of isoniazid and one of the sulphones— 
which are cheaper and less toxic than streptomycin and 
PAS—in the treatment of pulmonary tuberculosis was 
carried out at a number of hospitals in Uganda, Kenya, 
and Tanganyika in collaboration with the Medical 
Research Council. The 117 patients studied were adult 
East Africans with untreated acute bilateral tuberculosis 
who were observed in hospital for 6 months. Treatment 
was allocated at random, 56 patients receiving 200 mg. 
of isoniazid and 10 g. of PAS daily and 61 receiving 
200 mg. of isoniazid and 100 mg. of diaminodiphenyl- 
sulphone (DDS) daily, the drugs being given by mouth. 
All cases in which primary resistance of the organisms 
to isoniazid or PAS was present were excluded from the 
trial. The initial clinical, radiological, and bacterio- 
logical condition of the- patients in the two treatment 
groups was closely similar. 

Clinically, the results of the DDS regimen were inferior 
to those of the PAS regimen in certain respects. Thus 
in the DDS group 36% of patients with initial fever were 
still febrile at 6 months compared with 10°% in the PAS 
group, the mean weight gain was 18-3 lb. (8-3 kg.) in 
the DDS group and 22-1 Ib. (10 kg.) in the PAS group, 
and tuberculous laryngitis cleared up in only 5 (38°%) out 
of 13 cases in the DDS group compared with 13 (70%) 
out of 18 in the PAS group. However, improvement in 
respect of the character and volume of sputum, erythro- 
cyte sedimentation rate, general radiographic resolution, 
and cavity closure (roughly 30°%) was similar in the two 
groups. No patient died in either group, and only in 
one case were serious toxic effects (probably due to 
DDS) observed. 

At the end of 6 months the sputum was negative for 
tubercle bacilli on direct examination in 71% and on 
culture in 58% of the DDS group, while organisms 
resistant to isoniazid were present in 17 of the 18 positive 
cultures. In the PAS group the sputum was negative 
on direct examination in 96°% and on culture in 90%, 
3 out of 5 strains isolated showing resistance to isoniazid. 
Persistent resistance to PAS was found in one case, but 
in no case did resistance develop to DDS. 

The authors conclude that although DDS is ineffective 
in preventing the development of isoniazid resistance, 
the combination of isoniazid with DDS is only slightly 
inferior in clinical effectiveness to that with PAS [though 
the differences in respect of abatement of fever and of 
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laryngitis are striking]. The authors reserve final judg- 
ment upon the DDS combination pending the completion 
of a similar trial in East Africa in which the effects of 
isoniazid alone are being compared with those of 
isoniazid and PAS together. 

[Few clinicians, even those faced with the special 
problems of tuberculosis therapy in underdeveloped coun- 
tries, will feel encouraged to use a combination which 
converts the sputum in only 58% of cases and allows 
soniazid resistance to develop in a high proportion.] 

A, Pines 


256. Report of a Cooperative Clinical Trial of Cyclo- 
serine Organized by the Association of Swiss Tuberculosis 
Physicians. (Erfahrungsbericht des Team der Gesell- 
chaft Schweizerischer Tuberkuloseadrzte zur klinischen 
=rprobung von Cycloserin) 

N. Putt and S. BARANDUN. Schweizerische Zeitschrift 
‘ir Tuberkulose und Pneumonologie [Schweiz. Z. Tuberk.]} 
15, 417-468, 1958. 24 figs., 7 refs. 


Two groups totalling 125 patients were treated for a 
maximum of 6 months. The first group comprised 
32 cases of pulmonary tuberculosis shown clinically and 
yacteriologically to be resistant to the usual antitubercu- 
ar drugs; they were given an average of 750 mg. D- 
-ycloserine by mouth daily. The second consisted of 
13 untreated cases of pulmonary tuberculosis, who 
-eceived an average of 750 mg. cycloserine together with 
300 mg. “‘ rimifon ” [isoniazid] daily by mouth. 

The therapeutic efficacy was judged mainly on the 
oasis of changes in body weight, sedimentation rate, 
-putum and radiological findings. Body weight: 27% 
of the patients in Group I and 74% in Group II gained 
more than 3 kg. (6°6 lb.). Erythrocyte sedimentation 
cate was clearly improved in 28°% of Group I and 66°% 
of Group II. Complete elimination of bacilli was 
obtained in 38% of Group I and 74% of Group II. 
X-ray evidence of improvement was forthcoming in 149% 
of the patients in Group I and 61% of those in Group II 
at the end of the treatment. Under cycloserine alone 
(Group I), a therapeutic effect was particularly evident 
in the first three months of treatment. Thereafter pro- 
gress was usually at a standstill or in a few cases downhill. 
Under combined treatment with cycloserine and rimifon, 
regression of the pathological findings could be seen to 
be continuing beyond the third month, and it was very 
rare that improvement stopped or was reversed. 

Among secondary manifestations, a distinction is 
made between specific reactions [signs of increased 
activity of the disease] and toxic side effects [mainly 
affecting the central nervous system]. In Group I, 
there were initial specific reactions in 45 patients (55%) 
and toxic side effects in 37 (45%). In Group II, initial 
specific reactions were observed in 21 patients (499%) 
and toxic side effects in 13 (30%). The specific reactions 
occurred in general at the beginning of the treatment. 
Toxic side effects too were seen from the start, but they 
also developed during the later stages of therapy. Both 
types of manifestation were usually mild and transitory. 
A careful watch was kept for alterations in blood pres- 
sure, blood urea, blood count, galactose tolerance and 
urinalysis. Apart from brief alterations in the blood 
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count, these features were not affected by the treatment. 
In Group I, after 2 months’ treatment, more than half 
the tubercle bacilli which could still be cultured had 
become resistant to cycloserine, and the number of 
resistant strains increased still further during the succeed- 
ing months of treatment. It is not possible to draw any 
conclusions with regard to the development of resistance 
in Group II because of the rapidity with which cultures © 
became negative in these patients. 

Special attention is given to the questions of indica- 
tions and contra-indications for cycloserine.—[From the 
authors’ summary.] . 


257. Observation on the Antituberculous Effectiveness 
of alpha-Ethyl-thioisonicotinamide in Tuberculosis in 
Humans 

G. Brouet, J. MArcue, N. Rist, J. CHEVALLIER, and 
G. LeEMeurR. American Review of Tuberculosis and Pul- 
monary Diseases [Amer. Rev. Tuberc.] 79, 6-18, Jan., 
1959. 1 fig., 6 refs. 


A clinical trial of a-ethyl-thioisonicotinamide in the 
treatment of 102 patients with pulmonary tuberculosis 
is reported from the Hépital Cochin, Paris. The thio- 
amide was administered by mouth in tablet form in a 
dosage of 1 g. daily, reduced to 0-74 g. daily when diges- 
tive intolerance occurred. It was given alone or in com- 
bination with another antimicrobial drug for 3 months 
or more in 78 cases; in the remaining 24 cases treatment 
was stopped prematurely for various reasons. 

In 36 of the 102 patients gastric intolerance was severe 
(29) or very severe (7), and in a further 5 intolerance was 
complete, the drug being withdrawn. Hepatic and renal 
function were unaffected and there were no haemato- 
toxic effects. Convulsions occurred in 2 patients when 
the thioamide was given combined with cycloserine. 
Polyneuritis developed in one patient, who also received 
isoniazid. 

In patients given the thioamide alone there was definite 
antituberculous activity as evidenced by the clinical, 
radiological, and bacteriological findings. Most strains 
of bacilli isolated at the time treatment started’ were 
susceptible to 1:2 to 2:5 yg. of the thioamide per ml. 
compared with 0-04 to 0-15 yg. of isoniazid per ml. 
Reversal of infectiousness was sometimes evident after 
2 to 3 months. In some instances loss of susceptibility 
was noted within 1 to 2 months and corresponded with 
treatment failure; in a few of these disease activity still 
responded rapidly to orthodox antimicrobial therapy. 

The authors recommend that the thioamide should not 
be given alone in cases of tuberculosis of recent onset, 
but should be combined with isoniazid or streptomycin. 
In a number of chronic cases in which the bacilli are 
resistant in vitro to isoniazid or streptomycin the thio- 
amide in combination with cycloserine or viomycin 
reverses infectiousness. I. Ansell 


258. Clinical Use of a Single Daily Dose of para- 
Aminosalicylic Acid in Association with Isoniazid 

E. V. Bripce and D. T. Carr. American Review of 
Tuberculosis and Pulmonary Diseases [Amer. Rev. 
Tuberc.) 78, 749-752, Nov., 1958. 5 refs. 
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259. Venereal Diseases Today. [Review Article] 

N. J. FruMara, B. Appet, W. HILL, and H. MESCOoN. 
New Engiand Journal of Medicine [New Engl. J. Med. 
260, 863-868, April 23, 1959, and 917-924, April 30, 
1959. 1 fig., bibliography. 


260. Effects of Penicillin, Streptomycin, and Tetra- 
cycline on N. gonorrhoeae Isolated in 1944 and in 1957 
A. Reyn, B. Korner, and M. W. BENTZON. British 
Journal of Venereal Diseases [Brit. J. vener. Dis.| 34, 
227-239, Dec., 1958. 4 figs., bibliography. 


Because of the appearance of strains of Neisseria 
gonorrhoeae resistant to penicillin it was decided to com- 
pare strains of gonococci isolated at the State Serum 
Institute, Copenhagen, in 1944 with those isolated in 
1957. 

The 90 strains available from 1944 and the 103 strains 
isolated in 1957 from specimens sent for diagnosis 
only (“‘ diagnostic”’ strains), together with a further 
100 strains obtained during 1957 from specimens 
sent for sensitivity tests (‘ sensitivity ’ strains), were 
tested against streptomycin, tetracycline, and penicillin, 
two methods being employed, a tablet method and a 
plate method using serial dilutions. The results with 
the two methods showed good agreement (as is shown in 
detail), but as the plate method proved to be more 
accurate, the 50°% inhibitory concentration as given by 
this method was adopted as the basis for comparison. 

The sensitivity to penicillin was found to have changed 
between 1944 and 1957. Thus in 1944 the mean 50°% 
inhibitory concentration was 0-01 yg. per ml. (range 
0:0038 to 0-024 jg. per ml.), whereas in 1957 there were 
two peaks in the distribution, one at 0-01 yg. per ml. 
and the other at 0-2 yg. per ml., with an over-all range 
from 0-0028 to 0-5 yg. per ml. There were relatively 
more of the “ sensitivity ” strains in the more resistant 
group, as was to be expected since these were obtained 
from patients showing poor response to treatment. 
Among the “ diagnostic” strains the incidence of 50°% 
inhibitory concentration values greater than 0-036 pg. 
per ml. was 17%, as against 46°% in “ sensitivity ”’ 
strains. The findings agreed with the clinical response to 
treatment. 

In regard to sensitivity to streptomycin the 1957 strains 
showed little change from those of 1944, the mean in 
both years being about 4-5 yg. per ml. with a range of 
1-3 to 10-0 wg. per ml. There were, however, 4 very 
resistant strains in 1957 which grew on media containing 
2,048 yg. of streptomycin per ml.; all four strains had 
been isolated from patients previously treated with 
streptomycin. The sensitivity to tetracycline in the two 
years was nearly the same, that is, about 0-6 yg. per ml., 
but the range in 1957 (10-fold) was much wider than that 
in 1944 (2-fold). Atypical strains with low growth 
rates were observed, especially in the 1957 strains. It 


80 


is suggested that the appearance of these strains is a 
result of penicillin therapy, although the organisms were 
in fact still sensitive to penicillin. R. F. Jennison 
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261. The Clinical Interpretation of Serological Reac- 
tions in Venereal and Endemic Treponematosis 

N. H. Poutsen. American Journal of Public Health 
[Amer. J. publ. Hith| 48, 1622-1627, Dec., 1958. 9 refs. 


Despite elimination of the infectious state of endemic 
treponematosis (yaws) by mass-treatment methods in 
Guam and the adjacent Mariana Islands, positive sero- 
logical reactions are still frequently found. Although 
venereal treponematosis (syphilis) is rare in areas with a 
high incidence of endemic yaws, probably because the 
latter confers some protection against the former, the 
problem must constantly be faced in the individual 
patient. This is especially so in Guam, which has a 
large transient U.S. military population with a high 
incidence of venereal infection. If the condition is one 
of latent or inactive yaws it is of little importance, but 
if it is syphilis, adequate treatment is of vital importance. 

With a view to avoiding the often undesirable results 
of falsely interpreting a doubtful positive serological 
reaction, the author has studied 310 patients giving a 
positive reaction among 10,855 on whom routine tests 
were carried out at the Government Hospital, Guam, be- 
tween January, 1955, and May, 1957. All but 2 of these 
patients were of oriental origin, about half (165) were in 
the age group 21 to 40, and 146 of them were males and 
164 females. The author stresses that in coming to a 
diagnosis an accurate history is essential. Among the 
questions asked were those concerning slow-healing 
sores in childhood, symptoms of venereal diseases, any 
former serological tests performed, and a history of 
treatment with penicillin, arsenic, or bismuth. The 
detailed physical examination aimed at detecting scars 
of yaws or syphilis. Peri-oral scars of “* nursing type ” 
yaws are readily recognizable; but penny-size scars on 
the extremities may be due to a variety of causes; those 
due to yaws are characteristically multiple, the overlying 
skin being smooth, thin, and darkly pigmented. On the 
basis of these indications, or their absence, the 310 
patients were divided into two groups: (1) undetermined 
cases requiring treatment, and (2) cases of healed yaws, 
not requiring treatment. 

Of the 103 patients in Group 1, 2 had active yaws, 
4, including 2 white patients, were diagnosed as having 
syphilis, but the other 97 were completely asymptomatic. 
The patients in this group were treated with courses of 
procaine penicillin consisting of either 600,000 units 
daily for 5 days where the weight of evidence favoured 
yaws or 600,000 units daily for 10 days where the 


| 
| pos: 
ber 
retr 
Gre 
| leas 
5 dé 
| thes 
leas 
| rece 
unk 
leas 
| clin 
| The 
| sign 
| T 
thec 
| con: 
one 
| avo 
262. 
Test 
| for 
Seri 
fiir 
7 K. 
| expe 
324 
263. 
Imn 
| plen 
| B. 
| Sca 
195 
A 
318 
| (T.F 
men 
the 
| with 
pret 
| and 
stab 
T 
the ' 
| com 
148 
posi 
gave 
| thus 
| judg 
| high 
the 
| The 
7 


possibility of syphilis could not be excluded. The num- 
ber of follow-up serological tests was too small to provide 
retrospective help in diagnosis. Of the 207 patients in 
Group 2, 97 had already been adequately treated with at 
least one course of 600,000 units of penicillin daily for 
5 days at some time one to 6 years previously. None of 
these had symptoms suggestive of venereal disease, but 
most had scars or a history of yaws, with inactivity for at 
least 10 years. The remaining 110 in Group 2 had not 
received treatment, or if so its nature and amount were 
unknown. All had a history of yaws, inactive for at 
least 10 years, and all had typical yaws scars but nothing 
clinically or historically suggestive of venereal syphilis. 
The serological tests in these cases were considered of no 
significance. Four case histories are given in detail. 
The author considers that the findings support the 
theory that yaws, treated or untreated, protects against 
syphilis. He stresses, however, that each case must be 
considered individually if unnecessary treatment on the 
one hand or late syphilitic damage on the other is to be 
avoided. R. S. Morton 


262. The Value of the Treponema pallidum Agglutination 
Test Carried out without Pretreatment of the Serum 
for Confirmation of Positive Serological Reactions for 
Syphilis. (Der Wert der ohne Vorbehandlung des 
Serums durchgefiihrten Treponema pall.-Agglutination 
fiir die Bestatigung des positiven Ausfalls der Lues- 
Reaktion) 

K. KirAty. Zeitschrift fiir Immunitdtsforschung und 
experimentelle Therapie [Z. Immun.-Forsch.] 117, 317- 
324, April, 1959. 18 refs. 


263. A Comparative Study of the Treponema pallidum 
Immobilization (TPI) and the Treponema pallidum Com- 
plement Fixation (TPCF) Tests. [In English] 

B. HepeRsTeDT. Acta pathologica et microbiologica 
Scandinavica {Acta path. microbiol. scand.] 45, 62-66, 
1959. 5 refs. 


At the State Bacteriological Laboratory, Stockholm, 
318 sera submitted for the treponemal immobilization 
(T.P.1.) test were also tested by the treponemal comple- 
ment-fixation (T.P.C.F.) test of Portnoy and Magnuson 
(J. Immunol., 1955, 75, 348; Abstr. Wld Med., 1956, 
19, 442). The fifth-volume Kolmer technique was used, 
the sera being tested at initial dilutions of 1:2 and 1:4 
with 1-5 exact units of complement. The antigen was 
prepared from rabbits irradiated with x rays (600 r.) 
and had an optimum titre of 1:8; it was found to be 
stable for at least a year when stored at —10° C. 

The T.P.I. reaction was positive with 230 and weakly 
positive with 4 of the 318 sera. With serum diluted 1:2 
the T.P.C.F. reaction was positive in 189 cases and anti- 
complementary in 24; at a dilution of 1:4 the test gave 
148 positive and 12 anticomplementary reactions. No 
positive T.P.C.F. reactions were obtained with sera which 
gave a negative T.P.I. reaction. The T.P.C.F. test was 
thus considerably less sensitive than the T.P.I. test, but as 
judged from the results of the latter test it has a 
high specificity. It is concluded that it cannot replace 
the T.P.I. test for the serological diagnosis of syphilis. 
The high proportion of anticomplementary results with 
G 
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the T.P.C.F. test was surprising. The author points 
out that although excess haemolytic complement activity . 
was shown in all the T.P.I. tests by lysis of sensitized 
cells after reading, this does not necessarily mean that 
there was also a surplus of the portion of complement 
needed for immobilization of treponemes. Tests have 
shown that the ratio of haemolytic to immobilizing 
activity in different specimens of complement may vary 
greatly. A. E. Wilkinson 


264. Inter-laboratory Evaluation of Serological Tests 
for Syphilis in India. Final Report on 1953-55 Inquiry 
R. V. RasaM. Bulletin of the World Health Organiza- 
tion [Bull. Wld Hlth Org.] 19, 995-1040, 1958. 7 refs. 


In this communication from Madras Medical College, 
India, the author describes an investigation carried out 
between 1953 and 1955 under the sponsorship of the 
Indian Council of Medical Research to determine the 
relative merits of the serological tests for syphilis in 
current use in India. Eight major laboratories in various 
parts of the country took part, and the tests evaluated 
were the Wassermann reaction and the Kahn standard 
test using crude tissue-extract antigen, and also the 
V.D.R.L. slide precipitation test with cardiolipin antigen. 
A total of 921 sera, including 376 from cases of syphilis 
in various stages, 86 from cases of non-syphilitic venereal 
disease, 265 from donors with non-venereal diseases, and 
194 from apparently normal persons, were sent by air 
from Madras as “ unknowns” for parallel qualitative 
and quantitative testing in the participating laboratories. 

Of the three tests the V.D.R.L. slide precipitation test 
gave the best results, showing an average percentage 
specificity of 97-6, a percentage sensitivity of 95-2, and 
a percentage reproducibility of 87:2; this test also showed 
the least variation in results as between the different 
laboratories. The Kahn reaction gave the same specifi- 
city (97-29%) as the V.D.R.L., but its sensitivity (83-4°%) 
and its reproducibility (82-594) were comparatively low, 
and with this test the results showed greater variation 
as between laboratories. The Wassermann reaction 
had the lowest average specificity (86-1%), the lowest 
reproducibility (76-7%), and the greatest variation be- 
tween laboratories, but its average sensitivity (85-6°%) 
was a little higher than that of the Kahn test. 
of improving and maintaining the standards of technical 
performance of these tests, with special reference to the 
situation in India, are discussed at some length. 

It is concluded that by reducing the number of different 
tests used to a minimum, improvement and standardiza- 
tion of techniques would be facilitated. The detailed 
results, all of which were analysed statistically, are 
presented in 13 tables. R. R. Willcox 


265. A Comparison of Seven Serological Tests for 
Syphilis. (Sieben Luesreaktionen im Vergleich) 

F. W. Buse. Zentralblatt fiir Bakteriologie, Parasiten- 
kunde, Infektionskrankheiten und Hygiene. I. Abt. 
Originale [Zbl. Bakt., I. Abt. Orig.] 173, 479-485, 1958. 
2 figs., 28 refs. 


It is pointed out that the sensitivity of the various anti- 
gens used in serological tests for syphilis can be judged 
only in undoubted cases of the disease. At the City 
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Institute of Hygiene and Medical Research, Dortmund, 
the author tested sera from 1,343 proved cases of 
syphilis; the clinical stage of the disease was unknown 
when the tests were performed. In all, 4 complement- 
fixation tests and 3 flocculation tests were carried out 
on each specimen of serum. 

The most sensitive among the complement-fixation 
tests was the pallida test, the sensitivity of which was 
68-:2°%%. The V.D.R.L. test gave positive reactions in 
97-4°% of cases and was the most sensitive of all the 
seven tests used. The Wassermann reaction, using 
either beef heart antigen or liver extract antigen, was 
positive in only 39% and 38-2% of cases respectively. 

In 322 cases it was demonstrated that the sensitivity 
of the pallida complement-fixation test could be increased 
by using higher serum concentrations when the test was 
repeated. (Details of the author’s technique are given.) 
In 11% of cases the V.D.R.L. reaction alone was 
positive, in 4% the pallida complement-fixation reac- 
tion alone, and in 7:4°%% of cases these two tests gave 
a positive result, whereas the other 5 tests gave a negative 
result. The author concludes therefore that both these 
reactions should be included in the serological investiga- 
tion of cases of syphilis. R. D. Catterall — 


266. Survival Rate of Patients Hospitalized with the 
Diagnosis of General Paresis 

O. F. ExrentHeit and H. Muencu. Journal of Chronic 
Diseases [J. chron. Dis.] 9, 41-54, Jan., 1959. 14 refs. 


Among the reasons given by the authors for under- 
taking an examination of the survival rate in cases of 
general paresis are: (1) the great changes in life expect- 
ancy in this disease in recent years; and (2) the absence 
of previous studies comparing the survival rate of par- 
etics with that of the general population. Data on two 
groups of paretics, all males, were statistically analysed. 
The first group was composed of 87 paretics, still alive 
and in the Veterans Administration Hospital, Bedford, 
Massachusetts, in January, 1957. Of these, 80 were 
aged 50 or over and 44 had been hospitalized for more 
than 20 years, in marked contrast to the average life 
expectancy of 1-5 to 4 years for paretics before the dis- 
covery of malarial therapy in 1917. The second group 
consisted of the first 100 paretics admitted to the hospital 
between 1928 and 1933, and these were analysed both 
as regards their death rate and as to the ratio of their 
survival rate to the survival rate of a matched group 
taken from 3 different U.S. life tables. It is considered 
that such a survival ratio gives a truer picture than simple 
5- or 10-year survival rates. Tables are included showing 
that mortality is increased generally in paretics, and that 
excess mortality is very high during the first years after 
admission and declines as the years go by. This group 
was further analysed by subdividing it into subgroups 
of over and under 40 years of age. In both subgroups 
approximately 25% died during the first 5 years irrespec- 
tive of age, but after 5 years the over-40 group sustained 
a higher death rate during the next 10 to 15 years. It is 
suggested that vascular syphilis combined with arterio- 
sclerotic processes to produce this excess mortality 
in the older subgroup. A. J. Gill 
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267. Pleuropneumonia-like Organisms in the Genital 
Tract of Men and Women 

A. S. GrimsBLe. Guy’s Hospital Reports [Guy’s Hosp. 
Rep.] 108, 72-75, 1959. 8 refs. 


The investigations described herein were directed to- 
wards determining the place, if any, of pleuropneumonia- 
like organisms (PPLO) in the aetiology of inflammation 
of the genito-urinary tract. Smears from the urethra 
or cervix of male and female patients attending the 
Venereal Diseases Department, Guy’s Hospital, London, 
were cultured and specimens of serum were examined for 
the presence of complement-fixing antibodies against 
specific antigen. 

In 9 out of 26 males suffering from non-specific 
urethritis PPLO were found in urethral cultures. Posi- 
tive cultures were also obtained from 11 out of 90 un- 
selected males and females and from 12 out of a further 
group of 33 unselected patients. The results of the 
complement-fixation tests were positive in 24 out of 118 
unselected patients and in 12 out of another group of 
85 patients, also unselected. 

After analysis of the clinical and bacteriological data 
in all these cases the author concludes that, although 
PPLO can be grown more readily from material from 
cases of non-specific urethritis than from the urethra of 
unselected males, the results of culturing PPLO from 
cases of non-specific urethritis supply no conclusive 
evidence of their pathogenicity. PPLO occur more 
frequently in the genital tract of asymptomatic females 
than in males, and he considers that while the male 
genitalia harbour these organisms under certain circum- 
stances, the female is probably the more frequent asympto- 
matic carrier. 

Complement-fixing antibodies were not usually found 
in the sera of males with acute non-specific urethritis 
even when PPLO were present, but specimens of serum 
from sexually active females with obvious genital in- 
flammation were often strongly positive. 

G. L. M. McElligott 


268. Incidence of Chronic Genital Infection in Male 
Patients with Uveitis. A Preliminary Report 

R. D. CATTERALL. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 34, 254-255, Dec., 1958. 8 refs. 


In a study of the incidence of “‘ non-specific ’’ genital’ 


infection in males with uveitis attending the Institute of 
Ophthalmology, London, 74 out of 85 consecutive new 
patients were fully investigated and, of these, 58 (78-4°%) 
were found to have chronic prostatitis. Chronic pros- 
tatitis was considered to be present if clumps of pus 
were found in the prostatic fluid or if more than 10 
leucocytes were seen in the 1/12th-inch (2-1-mm.) 
microscopical field. In addition, 17 patients (22-9%) 
were found to have Reiter’s. syndrome, 8 (10-8°%) had 
ankylosing spondylitis, and 2 (2:7%) had plantar 
fasciitis. 

Bacteriological investigations, which included a search 
for pleuropneumonia-like organisms, failed to reveal a 
likely causative organism. G. W. Csonka 
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Tropical Medicine 


°69.. Indian Childhood Cirrhosis 

A. Sincu, S. S. Jotty, and M. BALASUBRAHMANYAN. 
British Medical Journal [Brit. med. J.| 1, 278-279, Jan. 
31, 1959. 1 fig., 8 refs. 


Although hepatic cirrhosis in infants and young chil- 
cren has been reported from many parts of India, there 
Joes not seem to have been any authentic report of the 
isease in the Province of Punjab. The authors there- 
‘ore describe, from the Medical College, Patiala, Punjab, 
-3 cases of childhood cirrhosis admitted to hospital over 
- period of about 18 months, all of which conformed to 
-he definition of the disease suggested by the Indian 
‘Souncil of Medical Research. 

The patients varied in age from 9 months to 7 years, 
~nost of them being between 1 and 3 years old, and all 
ut 3 were boys. Although Sikhs predominate in the 
‘rea served by the hospital, yet only 3 patients were 
‘ikhs, the rest being Hindus, 20 of them belonging to the 
_trictly vegetarian sect of Aggarwal Bania. In 11 in- 
‘tances more than one sibling in a family was affected. 
The majority of the cases could be classified clinically 

ato acute and subacute cirrhosis. Patients with the 
cute form tended to be younger than those with the 
subacute form, had a short history of the disorder, and 
« negative family history. In these cases the condition 
presented a superficial resemblance to veno-occlusive 
jisease, but it had an invariably unfavourable prognosis, 
most of the patients dying of hepatic failure. The sub- 
acute form of the disease occurred in older children, 
especially in the vegetarian Hindu sect; hepato-spleno- 
megaly was present, and hepatocellular failure was not 
as marked as in those with the acute disease. Here, too, 
the prognosis was grave, but there were some cases of 
recovery; in this group there was often a family history 
of the disorder. In the 22 biopsy specimens of liver 
obtained it was seen that the acute disease was character- 
ized by eosinophilic degeneration of the hepatic paren- 
chyma and there was definite cirrhosis, especially in the 
subacute form of the lesion. W. H. Horner Andrews 


270. Organophosphorus Compounds as Residual Treat- 
ments for Adult Mosquito Control 

W. Matuis and H. F. Scuoor. American Journal of 
Tropical Medicine and Hygiene [Amer. J. trop. Med. 
Hyg.] 8, 1-4, Jan., 1959. 1 ref. 


In view of the widespread development of resistance 
to DDT and dieldrin by malaria vectors an evaluation 
of other insecticides for the residual treatment of build- 
ings was undertaken at the Communicable Disease 
Center of the U.S. Public Health Service, Savannah, 
Georgia. The authors first tested the effects of various 
commercial pesticides on plywood panels against sus- 
ceptible adult female Anopheles quadrimaculatus at 
exposure periods of 30 minutes and found that at 100 
mg. per sq. ft. (1,076 mg. per sq. m.) parathion, mala- 


thion, DDT, EPN (ethyl p-nitrophenyl thionobenzene- 
phosphonate), endrin, and dieldrin were the best toxic 
agents, giving satisfactory kills for long periods. In sub- 
sequent tests EPN at 12-5, 25, or 50 mg. per sq. ft. 
(135, 269, or 538 mg. per sq. m.) combined with 100 mg. | 
of DDT per sq. ft. was found to be superior to either 
compound used alone at these dosages. Malathion 
alone was not effective at less than 100 mg. per sq. ft., 
but in combination with 100 mg. of DDT per sq. ft. 
gave satisfactory kills at both 50 and 100 mg. per 
sq. ft. Parathion was effective alone at levels of 25 
and 50 mg. per sq. ft., and in combination with DDT 
(100 mg. per sq. ft.) gave satisfactory results even at 
12-5 mg. per sq. ft. 

Further tests were then carried out against laboratory- 
reared females of a dieldrin-resistant and of a susceptible 
strain of A. quadrimaculatus in specially constructed 
huts in a wooded area adjacent to irrigated rice fields, 
a rabbit being used as bait. The average 24-hour 
mortality of dieldrin-resistant mosquitoes in variously 
treated stations after various intervals is shown in the 
following table. 


Dosage | Per cent. mortality at 
Toxicant (mg. per | months after treatment 
(water-wettable) sq. ft.) 
Ti 413 
DDT | 200 —| 30| 26| 54| 54 
Dieldrin 50 51| 47] 46 
Dieldrin 25 75| 36| 40 
Malathion 200 — | 100/100) 100} 100 
Malathion 100 100} 99/100} 100 
Malathion: DDT 100:200 | — | 100| 100] 100 
Malathion: DDT 200:100 | — | 100| 100} 100 
Malathion: dieldrin 100:50 | 100/100} 100 
Malathion: dieldrin 100:25 |100/100| 99 
Parathion 12-5 100 | 100 | 100 
Parathion: DDT 12:5:200 | — |100| 99/100 
EPN:DDT 25:200 | — | 96] 88] 84 


It will be seen that essentially complete kills were 
obtained with malathion and parathion, alone or in 
combination with DDT or dieldrin, against the dieldrin- 
resistant strain over the whole observation period com- 
pared with 26 to 54% with DDT and 36 to 75% with 
dieldrin. It is also of interest that the mortality levels 
of the dieldrin-resistant strain with dieldrin were similar 
to those with DDT. Edward Hindle 


271. Further Observations on Sickling and Malaria 

A. B. RAPER. Transactions of the Royal Society of 

Tropical Medicine and Hygiene [Trans. roy. Soc. trop. 

Med. Hyg.) 53, 110-117, Jan., 1959. 1 fig., 20 refs. 
Many workers have shown that the malarial parasite 

rate in children without the sickle-cell trait is higher 

than in a comparable group with sickle-cell anaemia. 


83 


84 


In this communication from the National Institute for 
Medical Research, London, the author describes a study 
undertaken to determine whether this difference in para- 
site rate could be related (as suggested by Allison) to 
the proportion of haemoglobin S present in the erythro- 
cytes. 

A survey of the records of three groups of children 
examined in Uganda: (1) with normal haemoglobin 
composition (Group AA), (2) sickle-cell trait carriers 
(Group AS), and (3) with sickle-cell anaemia (Group SS), 
all of whom had been exposed to natural infection with 
Plasmodium falciparum, indicated that the degree of 
parasitaemia present was inversely proportional to the 
erythrocytic content of haemoglobin S. Nevertheless 
attempts to cultivate P. falciparum in the erythrocytes of 
subjects in Groups AA and AS revealed no difference in 
the ability of the two types of erythrocyte to sustain the 
growth and division of the parasites—although the 
author gives reasons for not regarding this finding as 
decisive. Further, no significant difference was found 
in the catalase activity of the cells between (1) normal 
subjects and sickle-cell trait carriers, and (2) normal 
subjects with malaria and those without. Attempts to 
detect a mutant strain of P. falciparum possibly better 
adapted for growth in sickling subjects were unsuccessful 
by the method employed. Clement C. Chesterman 


272. Hookworms as a Cause of Tropical Iron Deficiency 
Anaemia. Radio-active Studies 

H. Foy, A. Konpi, and W. H. Austin. East African 
Medical Journal [E. Afr. med. J.) 35, 607-615, Nov., 
1958. 4 figs., 19 refs. 


Iron-deficiency anaemia is the most prevalent form of 
anaemia in the tropics, especially in hot coastal, riverine, 
and lacustrine regions. Aetiologically, various condi- 
tions have been suggested to account for this anaemia, 
including malaria, dietary deficiency, poor absorption 
of dietary iron because of the type of food habitually 
consumed, excessive dermal loss of iron in the sweat, 
and intestinal haemorrhage due to hookworm infestation. 
Proof of the aetiology is lacking in many published 
studies, and in a study undertaken at the Wellcome 
Research Laboratories, Nairobi, in an attempt to assess 
the importance of hookworms in the production of the 
anaemia 4 representative native subjects who were 
suffering from gross iron-deficiency anaemia were investi- 
gated in detail. 

Of the 4 subjects, whose haemoglobin level ranged 
from only 2:7 to 5-8 g. per 100 ml., 2 were harbouring 
fewer than 10 adult hookworms (as shown by the 
administration of a vermifuge at the end of the experi- 
ment) and had no significant blood or iron loss in the 
stools, but the other 2 had more than 1,000 hookworms 
and the daily intestinal blood loss varied between 1-6 
and 30 ml. daily. Blood and iron losses in the stools 
were estimated by the use of radioactive iron or chro- 
mium injected intravenously as ferrated plasma or as 
chromated erythrocytes, the patients being kept in 
hospital under observation for 6 to 10 weeks. The 
anaemia was not improved by a full hospital diet, but 
responded well to 1 g. of ferrous sulphate daily. One 
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month after iron therapy had been instituted tetra- 
chlorethylene was given as a vermifuge. In the 2 sub- 
jects with intestinal bleeding the blood loss was greatly 
diminished, but did not cease immediately, presumably 
owing to persistence of the bleeding from slow-healing 
lesions. 

It is evident that tropical iron-deficiency anaemia may 
occur in the absence of hookworm infestation, and worm- 
ing alone without additional iron had no effect upon 
the haemoglobin concentration. In the presence of 
hookworms the anaemia does not appear to develop 
until the iron stores have been depleted, and worming 
alone is then insufficient to improve the haemoglobin 
level. The authors consider that there is unlikely to be 
a serious blood loss in patients with fewer than 500 
hookworms, but in the tropics there is frequently a 
relative deficiency of iron in the diet, and the daily loss of 
even small amounts of blood due to hookworm infesta- 
tion may deplete the meagre iron stores. They could 
find no cause, however, for the non-helminthic form of 
anaemia. 

It is suggested that as a prophylactic measure the forti- 
fication of some article of diet with an iron salt might be 
considered. W. H. Horner Andrews 


273. The Schistosomal Complement-fixation Test 

F. D. ScHorteELD. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. roy. Soc. trop. 
Med. Hyg.] 53, 64-74, Jan., 1959. 21 refs. 


In the first part of this paper from the London School 
of Hygiene and Tropical Medicine, in which he discusses 
the diagnostic value of the schistosomal complement- 
fixation test (S.C.F.T.) devised by Fairley, the author 
cites reports that this test has given only one false positive 
result in the examination of over 600 persons who had 
never been exposed to possible schistosomal infection, 
whereas 35 (24-3°%) false negative results were obtained 
among 144 proved cases of the infection examined sero- 
logically at the Hospital for Tropical Diseases, London, 
in the period 1952-6. . In these tests Fairley’s antigen 
from Schistosoma spindale was used; no variation could 
be attributed to the geographical origin of the infecting 
schistosome, nor was there any relation to other overt 
helminthic infection. It is considered that the S.C.F.T. 
is a useful test for recently acquired infection, but be- 
comes increasingly unreliable in cases of 3 or more years’ 
duration and gives a false negative result in 55% of 
cases due to S. mansoni examined over 10 years from the 
time of infection. 

The second part of the paper is devoted to a discussion 
of the value of the S.C.F.T. as a test of cure of schisto- 
somiasis. From the results in the small series of cases 
considered it is concluded that the test result may remain 
positive for many months in patients deemed to be cured 
on the criterion of absence of ova in the faeces or urine 
at follow-up examination. A full course of 30 grains 
(2 g.) of sodium antimony tartrate may in some cases 
result in an originally negative response reverting to 
positive. 

The possible explanations for the anomalies are 
discussed. Clement C. Chesterman 
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°74. The Effect of Splenectomy on the Production of 
Anaphylactic Shock in the Guinea Pig and the Rat 

.. K. SANYAL and G. B. West. Journal of Pharmacy 
end Pharmacology [J. Pharm. (Lond.)] 11, 17-25, Jan., 
959. 2 figs., 14 refs. 


In an investigation of the role of the spleen in ana- 
-hylactic shock in the guinea-pig and the rat, carried 
out at the School of Pharmacy, London, it was first 
nown that splenectomy did not prevent subsequent 
_ctive sensitization to horse serum. In actively sen- 
‘tized guinea-pigs splenectomy prevented the manifesta- 
ons of anaphylactic shock in response to a challenge 
“ose of 1 ml. of horse serum. This was most evident 
_4 hours after splenectomy in the guinea-pigs challenged 
nder ether anaesthesia, and after 72 hours in those 
challenged under urethane anaesthesia, the urethane 
self, however, having some anti-anaphylactic effect. 
‘plenectomy did not prevent anaphylactic shock in 
eassively sensitized guinea-pigs. Splenectomy had no 
. ffect in preventing anaphylaxis in sensitized rats. 

The protective effect of splenectomy in the guinea- 
“igs could not be attributed to any single factor. Modifi- 
vation of the antigen-antibody reaction was suggested 
vy the demonstration of loss of smooth-muscle reactivity 
ia the Schulz—Dale test, but, as the authors suggest, the 
loss of tissue antibodies or of complement due to the 
<plenectomy also merits consideration. Splenectomized 
uinea-pigs were in addition more resistant to 5-hydroxy- 
iryptamine, and this may possibly also have increased 
their resistance to. anaphylactic shock. J. Pepys 


275. The Relationship between Asthma and the Secre- 
tion of Sex Hormones. Statistical, Physiopathological, 
and Therapeutic Data. (L’asthme et ses rapports avec 
les sécrétions hormonogénitales. Données statistiques, 
physio-pathologiques et thérapeutiques) 

J. Turtar. Journal frangais de médecine et chirurgie 
thoraciques |J. frang. Méd. Chir. thor.) 12, 597-622, 1958. 
4 figs., bibliography. 


This paper is based on an inquiry carried out at the 
H6pital Bichat, Paris, into the frequency of association 
between asthma and menstrual disorders, puberty, preg- 
nancy, and artificial and natural menopause among 565 
female patients. Evidence is produced to support the 
theory that the primary disturbance in asthma arises in 
the diencephalic centres, resulting in an imbalance of 
sex-hormone secretion which in turn influences metabolic 
processes and eventually leads to changes in the asthmatic 
condition. Apart from the hormonal auto-allergy 
which occurs in a certain number of patients and which 
can be treated by desensitization, the sex hormones them- 
selves do not appear to possess direct asthmogenic effects, 
but disturbances of the secretory balance of the gonads 
are of great significance in determining the course of the 
disease. Clinical evaluation, examination of vaginal 


cytology, and estimation of oestrone, progesterone, and 
follicle-stimulating hormone in the urine should enable a 
correct diagnosis to be made, and with the proper em- 
ployment of oestrogens, progesterone, and testosterone 
in individual cases the cure rates in different groups 
may be 30 to 75%. Max Mayer 


276. Treatment of Allergic Disorders with a New Anti- - 
histamine: Parabromdylamine 
L. KREINDLER, J. E. Guory, and I. L. BERNSTEIN. 
Antibiotic Medicine and Clinical Therapy [Antibiot. Med.] 
6, 28-31, Jan., 1959. 3 refs. 


The authors report the results of a clinical trial of 
parabromdylamine, a new antihistaminic agent with 
the chemical formula 1-(p-bromophenyl)-(2-pyridyl)-3- 
dimethylaminopropane. The drug, as the maleate 
(“‘ dimetane ”’), was administered orally as an ordinary 
tablet, an “‘ extended action ” tablet, or as an elixir in a 
dosage of 12 to 36 mg. daily to 100 patients suffering 
from various allergic disorders, 65 having hay-fever, 18 
allergic rhinitis, 3 urticaria, 5 “‘ eczema ”, and 9 bronchial 
asthma. Of the patients with hay-fever 62 (95%) showed 
a satisfactory response, as also did 16 (88%) of the 18 
with allergic rhinitis. All 3 patients with urticaria 
responded well, as did the 5 with eczema. Only a “ fair” 
response, however, was obtained in the 9 cases of bron- 
chial asthma. The only side-effect which occurred was 
slight drowsiness in 12 cases. P.T. Main 


277. Oral Prophylaxis against Poison Ivy Dermatitis with 
‘* Aqua Ivy ’’ Tablets. I. A Controlled Experiment and 


Preliminary Clinical Report 
R. J. LANGs and M. B. Strauss. Journal of Allergy [J. 


Allergy] 30, 130-139, March-April, 1959. 15 refs. 


Allergic dermatitis from contact with poison ivy is a 
disorder frequently seen in some country districts of the 
U.S.A. Ina double-blind controlled study here reported 
from New York University—Bellevue Medical Center, 73 
male subjects frequently exposed to contact with ivy in 
their work were treated with tablets containing an alum- 
precipitated pyridine-ivy complex, starting with a dose 
of 0-06 mg. per day during the first week and increasing 
gradually to 1-5 mg. daily during the sixth week, the 
latter dose being then maintained for 44 months. A 
group of 69 men similarly employed received a placebo 
and served as a control. , ‘ 

In the protected group the incidence of poison-ivy 
dermatitis after the first 6 weeks of treatment was 6%, 
whereas in the control group it was 21%. of 33 men 
who had shown sensitization to poison ivy in previ- 
ous years, 3 out of 16 (19%) in the protected group 
contracted dermatitis as against 8 out of 17 (47%) in 
the control group. There were no significant side- 
effects, apart from some complaints of nausea. 

H. Herxheimer 


85 


fa- 
ib- 
tly 
ly 
ay 
m- 
on 

of 
op 
ng 
in 
be 
00 

| 
of 
ta- 
ld 

of 
ti- 
be 

of 
ol 
eS 
it- 
or 
ve 
ad 
mn, 
ed 
en 
ng 
art 
T; 
e- 
rs’ 
of 
he 
O- 
es 
in 
ed 
ne 
es 
to 
re 


Nutrition and Metabolism 


278. Serum Cholesterol in Man: Diet Fat and Intrinsic 
Responsiveness 

A. Keys, J. T. ANDERSON, and F. GRANDE. Circulation 
[Circulation] 19, 201-214, Feb., 1959. 2 figs., 20 refs. 


The serum cholesterol level in man is strongly 
influenced by both the quantity and the kind of fat in 
the diet, the effects of different fats varying according 
to their content of saturated, monoenoic, and polyenoic 
fatty acids, though intrinsic differences in response 
between individuals make the prediction of the effect of 
a dietary change on the serum cholesterol level difficult. 
However, from the mathematical analysis of data from 
a number of rigidly controlled dietary experiments the 
authors of this paper from the University of Minnesota, 
Minneapolis, conclude that: (1) isocaloric quantities of 
oleic (monoenoic) acid glyceride and carbohydrate in 
the diet have approximately the same effect on the 
serum cholesterol level; (2) the glycerides of saturated 
fatty acids in the diet increase the serum cholesterol level 
and those of the polyenoic fatty acids (mainly linoleic 
acid) reduce it, slightly more than 2 g. of linoleic acid 
being required to counter the effect of 1 g. of a saturated 
fatty acid such as stearic or palmitic acid; (3) changes in 
the dietary fat content have a more pronounced effect 
on individuals with intrinsic hypercholesterolaemia; and 
(4) these relationships enable a reasonably accurate pre- 
diction of the average response of the serum cholesterol 
level to a given change in the fat content of the diet to 
be made by means of an equation which they give. 

The coefficients in the authors’ prediction equation 
were obtained from the data of 2 independent sets of 
experiments on 2 different groups of 12 meneach. Each 
group was maintained on a constant caloric and protein 
intake, the fat intake during different 20-day experimental 
periods consisting of butter fat, corn oil, and safflower 
oil respectively. The groups were divided into equal 
subgroups, the order in which the corn oil and safflower 
oil was presented to one being reversed for the other so 
as to eliminate any time trend. Blood samples were 
taken at least twice in the last days of each dietary period 
for determination of the cholesterol content. From the 
data thus obtained 19 sets of comparisons, with 12 to 22 
men in each set, could be made, the deductions from 
which did not differ significantly from those made from 
41 sets of similar data from earlier experiments. Fur- 
thermore, in controlled dietary experiments previously 
reported by other authors in Sweden and in New York 
the changes in the serum cholesterol level which were 
observed to result from given changes in the dietary fat 
corresponded closely with those which could have been 
predicted from calculations based on the equations and 
coefficients given in this paper. 

[This interesting paper is beyond the mathematical 
understanding of the abstracter—and probably of most 
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medical men. The study of the original paper is recom- 
mended to everyone interested in this subject, if for no 
other reason than to appreciate the complicated and 
laborious experiments carried out through many years 
which form the basis of the equations and postulates put 
forward by the authors.] Z. A. Leitner 


279. The Results of Treatment for Obesity. A Review 
of the Literature and Report of a Series 
A. STUNKARD and M. McLaren-Hume. A.M.A. 
Archives of Internal Medicine [A.M.A. Arch. intern. 
Med.) 103, 79-85, Jan., 1959. 17 refs. 


A very large number of papers on the treatment of 
obesity have been published during the past 30 years, 
but few contain an analysis of the results. A review of 
the literature revealed only nine papers in which the 
number of patients achieving a satisfactory weight loss 
or of those who were uncooperative ”’ was stated. 
All but one of these showed remarkable uniformity of 
results, which were notably poor. It is suggested 
that ambiguity in the reported results of out-patient 
treatment of obesity has obscured the relative ineffective- 
ness of such treatment. 

The authors studied the results of treatment of 100 
consecutive obese out-patients seen in the Nutrition 
Clinic of the New York Hospital. Only 12 lost 20 Ib. 
(9 kg.) or more and only one patient lost 40 Ib. (18 kg.). 
Further, 28 of the patients did not return either to the 
Nutrition Clinic or to the clinic referring them for treat- 
ment. Only 2 patients had maintained their weight 
loss 2 years after the end of treatment. The authors 
state that the results “‘ were even poorer than those 
reported in the literature’. A search for criteria which 
might aid in predicting the outcome of attempts to reduce 
weight revealed one—namely, that men appear to be 
more successful than women. 

The authors comment as follows: “‘ The naive optim- 
ism of the medical profession about treatment for obesity 
has been widely accepted by the lay public. Most 
obese persons feel that they should be able to lose large 
amounts of weight in a short time and with little dis- 
comfort. When they find that these expectations are 
not realized and when they encounter the irritation of 
their physicians over this failure, they turn to any 
agency which promises results.”” The profusion of such 
agencies is an indication of the extent of the needs of 
obese patients and the failure of the medical profession 
to meet them. A. G. Mullins 


280. Calcium Requirement and Adaptation in Adult 


Men. [Monograph, in English] 

O. J. Mam. Scandinavian Journal of Clinical and 
Laboratory Investigation (Scand. J. clin. Lab. Invest.] 
10, Suppl. 36, 1-290, 1958. 6 figs. bibliography. 
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STOMACH AND DUODENUM 


281. The Location of Gastric Ulcer 
M. O1, K. Osuipa, and S. SuGimurA. Gastroenterology 
[Gastroenterology] 36, 45-56, Jan., 1959. 9 figs., 20 refs. 


The anatomical position of 220 gastric ulcers seen in 
a series of 307 resected stomachs is described in this paper 
from Tokyo Jikeikai School of Medicine, Japan. After 
discussing the confusion in the literature arising out of 
ambiguous nomenclature of gastric anatomy, the authors 
define an ulcer as a chronic non-specific defect penetra- 
ting the muscularis mucosae of the gastric wall, and the 
“border zone ”’ as “* literally the simple border between 
the region of the fundic glands and that of the pyloric 
glands ”’, the width of the border being 2 cm. or less and 
its location varying in different patients. 

The series of 307 cases included 149 of gastric ulcer 
alone, 36 of gastric and duodenal ulcer, and 19 of mul- 
tiple gastric ulcers; in the remaining cases duodenal 
ulcer or simple gastritis was present. The outline of 
each resected stomach was drawn on paper, the site of 
mucosal lesions being marked; the border zone was also 
outlined after identification by microscopical examina- 
tion of tissue sections. The position of the oral margin 
of each ulcer relative to the border zone was then charted. 
All the 170 gastric ulcers in 149 cases occurred in the 
pyloric-gland area, at most 1-5 cm. (average 0-32 cm.) 
from the border zone. All gastric ulcers, single or 
multiple, occurred proximal to the border zone. Of the 
36 cases of gastric ulcer associated with duodenal ulcer, 
gastric ulcers distal to the border zone—that is, in the 
pyloric-gland area 3 to 8 cm. from the border zone— 
were found only in 4. The authors classified “* juxta- 
pyloric ” ulcers (4 cases) as duodenal ulcers because the 
duodenal margin of each was adjacent to the duodenal- 
gland area. 

On the basis of their findings the authors consider 
that an erosion of gastric mucosa other than in the 
pyloric-gland area proximal to the border zone seldom 
develops into an ulcer as defined in this paper. They 
suggest that the pathogenesis of gastric ulcer may be 
related to a congenital factor operating at the border 
zone predisposing to the site of gastric ulcer at the 
junction of the fundic- and pyloric-gland areas. 

T. J. Thomson 


282. The Location of Duodenal Ulcer 


M. O1 and Y. Sakural. Gastroenterology [Gastro- 


enterology] 36, 60-64, Jan., 1959. 6 figs., 2 refs. 


Employing the technique previously described [see 


Abstract 281], the authors studied the location of duo- 
denal ulcers. The relation of the ulcer to the border 
zone between the pyloric- and the duodenal-gland areas 
was examined in 114 specimens with 136 duodenal ulcers. 
The site of the border zone in all cases examined was 
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found to be within 5 mm. of the summit of the pyloric 
sphincter muscle; the border zone had no significant 
width. 

Of the 136 ulcers, 99-3°% were located in the duodenal- 
gland area within 2 cm. of the border zone. The only 
ulcer located over 2 cm. distant had an adjacent gastric 
diverticulum on the oral side. 

The authors conclude that peptic ulcer is “ the ulcer 
of junction ” between two different mucosal surfaces. 

T. J. Thomson 


LIVER AND GALL-BLADDER 


283. Urinary Glucuronic Acid Excretion in Liver 
Disease and the Effect of a Salicylamide Load 

H. T. F. Barnivitte and R. Misk. British Medical 
Journal [Brit. med. J.| 1, 337-340, Feb. 7, 1959. 3 figs., 
25 refs. 


It has been shown that bilirubin is conjugated with 
one or two molecules of glucuronic acid before it is 
excreted and that the diglucuronide is present in bile 
to a much greater extent than is the monoglucuronide. 
In some forms of severe congenital jaundice the liver 
apparently lacks the normal ability to conjugate bilirubin 
with glucuronic acid. The object, therefore, of the 
experiments here reported from the Postgraduate Medical 
School of London was to investigate the ability of the 
liver in various adult forms of jaundice to form glucuron- 
ide with salicylamide, which, like bilirubin, is bound to 
albumin in the blood. Observations were made on 40 
subjects, 12 with no evidence of liver disease, 14 with 
portal cirrhosis, 3 with primary biliary cirrhosis, 6 with 
extrahepatic obstruction to the biliary passages, and 4 
with the Gilbert type and one with the Dubin—Johnson 
type of hyperbilirubinaemia; patients with ascites were 
excluded. In all cases a 24-hour collection of urine was 
obtained; 25 of the patients were given 4 g. of salicyl- 
amide by mouth and the urine collected 4 and 24 hours 
later, the glucuronic acid content of each specimen being 
estimated by the method of Fishman and Green. Liver 
function tests were also performed. 

In the 12 subjects without liver disease the mean 
urinary excretion of glucuronic acid was 395 mg. daily 
(range 211 to 561 mg., S.D. 111). In the presence of 
jaundice the excretion was greater; thus of the 13 
patients with cirrhosis, the 4 with jaundice excreted an 
increased amount, raising the mean for this group to 
571 mg., while 4 of those with extrahepatic obstruction 
and the 5 patients with congenital hyperbilirubinaemia 
excreted a high normal or increased amount of 
glucuronic acid. In the patients given a loading dose 
of salicylamide the 24-hour output of glucuronic acid 
in the urine increased greatly, presumably due to con- 
jugation. In 6 of the subjects without liver disease 
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patients who were not jaundiced showed a similar 
increase, but there was a diminution in the amount 
excreted in the presence of jaundice. There was also 
an increased excretion of glucuronic acid in all the other 
subjects tested with a single exception, that of a patient 
with advanced secondary biliary cirrhosis. The patients 
with congenital hyperbilirubinaemia showed normal or 
high normal excretory levels. 

It is considered that these experiments indicate that 
the jaundice of Gilbert’s disease may not be due to an 
inability to conjugate bilirubin, although the evidence is 
not conclusive. The lessened excretion of glucuronides 
in the presence of jaundice may be due to an alteration 
in renal function caused by the jaundice itself. 

W. H. Horner Andrews 


284. Nutritional Factors in Liver Disease in Man. A 
Review 

C. M. Leevy. American Journal of Clinical Nutrition 
[Amer. J. clin. Nutr.] 7, 146-160, March-April, 1959. 
4 figs., bibliography. 


285. Hepatic Jaundice 
R. G. SHorTeR, A. PATON, and J. L. PINNIGER. Quar- 


terly Journal of Medicine (Quart. J. Med.| 28, 43-58, 
Jan., 1959. 13 figs., 27 refs. 


A selected series of 59 cases of jaundice admitted to 
St. Thomas’s Hospital, London, during the period 1952-7 
in which the clinical diagnosis was difficult is analysed in 
the light of all the information available after a careful 
follow-up, which enabled a retrospective diagnosis to 
be made. Biochemical and radiological investigations 
were on the whole unhelpful, but in the majority of cases 
liver biopsy was of great value in the differentiation of 
extrahepatic from intrahepatic cholestasis. In 13 cases 
the jaundice proved to be due to extrahepatic carcinoma 
involving the common bile duct at or close to the am- 
pulla of Vater; in 15 cases gall-stones, not necessarily 
blocking the common duct, were present ; and 3 patients 
had a postoperative stricture of the common duct. The 
remaining 28 patients had intrahepatic jaundice with 
atypical presenting features (most frequently those of 
primary obstruction). In 5 of these cases the diagnosis 
of acute intrahepatic cholestasis (“‘ cholangiolitic hepa- 
titis”’) and in 2 that of chronic primary intrahepatic 
cholestasis (‘‘ primary biliary cirrhosis”) were made. 
There were 4 cases of subacute hepatitis, 9 of chronic 
hepatitis, and 4 of chlorpromazine jaundice, while the 
remaining 4 patients had carcinomatosis (3) or Hodg- 
kin’s disease (1) with extensive infiltration of the liver. 
The clinical and biochemical findings in each group are 
reviewed and the histological findings discussed, the 
diagnostic features being carefully considered and a 
series of 13 photomicrographs showing a wide variety 
of abnormal hepatic histological appearances reproduced. 
As a result of their observations the authors propose “ a 
unitary concept of ‘ hepatitis’... because of the over- 
lapping of so many of the features of extrahepatic and 
intrahepatic cholestasis *’ [but whether this concept really 
adds to our knowledge of the mechanism of jaundice 
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there was a mean increase of 4,078 mg., and cirrhotic 


will be debated among pathologists and clinicians 
alike]. 

[The term “* hepatic jaundice ”’ is used in this paper in 
a way which will be somewhat confusing to most patholo- 
gists and clinicians interested in hepatic disease. After 
all, apart from haemolytic jaundice, with which the 
liver is not primarily concerned, all forms of jaundice 
arise from a disturbance of the biliary function of the 
liver, whether that disturbance is due to damage of the 
liver cells (when the condition is usually termed hepatic 
or hepatitic jaundice) or to obstruction to the outflow 
of bile through the intra- or extrahepatic bile ducts 
(when it is usually called obstructive jaundice).] 
J. W. McNee 


286. Electroencephalographic Observations during Ex- 
perimental Hyperammonemia 

W. P. WiLson and M. P. Tyor. Neurology [Neurology 
(Minneap.)] 8, 913-916, Dec., 1958. 1 fig., 22 refs. 


In the investigations here reported from Duke Univer- 
sity School of Medicine and the Veterans Administra- 
tion Hospital, Durham, N. Carolina, the authors set out 
to determine the effects of raised blood ammonia levels 
and associated metabolic defects on the nervous system 
and the electrical activity of the brain in man and to 
study the permeability of the blood-brain barrier to the 
ammonium ion in dogs. The first part of the study was 
carried out on 9 male patients aged 25 to 46, without 
evidence of hepatic, renal, or nervous disease, who were 
given intravenous infusions of 0-155 M ammonium 
lactate or chloride at varying rates over a one-hour 
period. Arterial blood was taken before the infusion, 
after 30 and 60 minutes’ infusion, and 15 minutes after 
its discontinuation and estimations made of the blood 
ammonia and carbon dioxide content, pH, and haemo- 
globin concentration, serum potassium and sodium 
content, and blood glucose level. Electroencephalo- 
graphic (EEG) records were taken during the period of 
the infusion. The mean blood ammonia level rose to 
506 yg. per 100 ml. at.30 minutes and to 689 yg. per 
100 ml. at 60 minutes. A significant rise also occurred 
in the blood potassium and glucose levels, but no other 
consistent or significant change was noted during the 
infusion. Four patients suffered from nausea, but no 
EEG or neurological changes were observed, even 
though in some cases the arterial blood ammonia level 
was 2 or 3 times higher than that often found in hepatic 
coma. It is therefore concluded that an increased con- 
centration of the ammonium ion in the blood does not 
in itself affect the function or electrical activity of the 
brain. 

In the second part of the investigation 4 lightly anaes-: 
thetized dogs were given infusions of varying amounts 
of ammonium salts over a one-hour period, blood 
samples being taken from the femoral artery and the 
superior sagittal sinus before the infusion and at 15- 
minute intervals throughout the experiment and the 
arterio-venous blood ammonia difference estimated. 
From their findings the authors conclude that the blood- 
brain barrier of dogs is freely permeable to the ammonium 
ion. J. L. Standen 


: 287. 
Obse 
W. B 
1959 
Th 
in 5 
ersi 
o tl 
ond 
Jese 
a3, 
‘ron 
om 
33, 
am 
4 
‘her 
Cor! 
of 
The 
pati 
(51 
the 
tha 
phl 
rar 
I 
an 
are 
tin 
28% 
(Le 
pr 
ter 
us 
pe 
| th 
th 
lit 
R 


Cardiovascular System 


287. Atherosclerosis and Ischaemic Heart-disease. 
Observations in Jamaica 

\V. B. Ropertson. Lancet [Lancet] 1, 444-446, Feb. 28, 
‘959. 18 refs. 


The incidence of aortic atherosclerosis was studied 
‘1 500 consecutive necropsies carried out at the Uni- 
ersity College Hospital of the West Indies, Jamaica. 
lost of the patients were negroes, but a few were pure 
“ast Indian, Chinese, or Caucasian, and some were of 
-aixed racial origin. The aorta from the aortic ring 
o the bifurcation was removed intact and the degree 
ond extent of atherosclerosis assessed by the method 
Jescribed by Gore and Tejada (Amer. J. Path., 1957, 
~3, 875). The ‘“‘ atherosclerotic index”’, which varies 
‘rom 0 to 100, was then calculated. The findings were 
‘ompared with those of Tejada and Gore (ibid., 1957, 
‘3, 887) in Guatemala and New Orleans. The 
amaican findings were nearly identical with those 
.. New Orleans and showed an_ ever-increasing 
‘acidence of atherosclerosis with age after the third 
cecade. (In Guatemala, however, there was no marked 
.pward trend until the fifth and sixth decades, and even 
‘nen the increase was less marked.) There was no 
correlation in the Jamaican series between the incidence 
of atherosclerosis and that of ischaemic heart disease. 
The incidence of myocardial infarction in the 249 
patients over 40 was 2:4°% (6 cases) compared with 16% 
(51 out of 361) in the New Orleans series. Only 3 of 
the 6 patients with myocardial infarction were negroes, 
‘wo being East Indian and one Caucasian. It is stated 
that the other thrombotic diseases (cerebral thrombosis, 
phlebothrombosis, and pulmonary embolism) are also 
rare in Jamaica. 

It is concluded that since there is no consistent rela- 
tionship between the incidence of aortic atherosclerosis 
and that of coronary thrombosis, the two conditions 
are unlikely to have the same cause and should be dis- 
tinguished in aetiological studies. C. Bruce Perry 


288. Profound Hypothermia 
C. E. Drew, G. KEEN, and D. B. BENAZON. Lancet 
[Lancet] 1, 745-747, April 11, 1959. 4 figs., 8 refs. 


Working at Westminster and St. George’s Hospitals, 
London, the authors have developed a method whereby 
profound hypothermia—that is, reduction of the body 
temperature below the level of 28° to 30°C. which is 
usually regarded as the safe limit—can be.achieved. In 
this way the circulation can be interrupted for the pur- 
poses of open heart surgery for a much longer period 
than the 8 to 10 minutes permissible at 30°C. In the 
present paper experimental work on dogs is reported, and 
the details of the method as finally developed are out- 
lined. 

In principle, the function of the two ventricles is taken 
over by a dual pump unit so as to maintain systemic 
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and pulmonary circulation when the temperature has 
been reduced to such an extent that ventricular fibrilla- 
tion or asystole occurs. Blood is collected into reservoirs 
from the right and left atria. That from the left side is 
cooled in a heat-exchanger and returned to a femoral 
artery through one head of the pump, and that from the 
right is returned through the other head into the pul- 
monary artery via a stab wound in the right ventricle (see 
figure). The right ventricular by-pass is started as soon 


Left atrial 
reservoir 


Diagram of experimental circuit 


as the heart begins to fail. Rewarming is achieved by 
means of the heat-exchanger in the arterial circuit, 
warm water being substituted for the refrigerant. At 
about 30° C. the fibrillating heart is restored to normal 
rhythm by means of an electric defibrillator, one shock 
being sufficient, and the right ventricular by-pass is 
then stopped. The left ventricular by-pass is discon- 
tinued shortly afterwards. 

In a first series of experiments this procedure was 
carried out on 12 animals. In 10 cases rewarming was 
started as soon as a pharyngeal temperature of 10°C. 
was reached and in 2 others a period of circulatory arrest 
of 30 minutes was allowed. The plasma electrolyte 
levels changed little and blood oxygen saturation was 
high throughout. There were 2 operative deaths and all 
but 2 of the 10 survivors died within 24 hours of regain- 
ing consciousness. The remaining 2 animals recovered 
completely. A high plasma haemoglobin level was pre- 
sent in all the fatal cases, suggesting that death was due 
to excessive erythrocyte destruction and not to the 
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method itself. The design of the heat-exchanger was 
therefore modified and the “ sigmamotor ” pump-heads 
hitherto used discarded in favour of others of the 
DeBakey type. A further series of 4 experiments was 
then carried out in which the amount of haemolysis 
was greatly reduced. Apart from one dog which proved 
to have gross kidney disease, all recovered from the 
operation, though one died 6 hours later from haem- 
orrhage. In none of the survivors was there any 
evidence of neurological damage. J. R. Belcher 


289. Profound Hypothermia in Cardiac Surgery. Re- 
port of Three Cases 

C. E. Drew and I. M. ANDERSON. 
748-750, April 11, 1959. 3 figs. 


The authors have followed up the experimental work 
‘on the induction of profound hypothermia described 
in the previous paper [see Abstract 288] by applying 
the same technique for the purposes of open heart 
surgery in man, and they here give details of their first 
3 cases. The patients were children with congenital 
heart disease, one with an ostium primum defect of the 
interatrial septum and the others with ventricular septal 
defects. The first child died 2 hours after the operation 
had been completed, but in both the other cases the 
patient made-a rapid and uneventful recovery. The 
temperature was reduced to 15°C. and the period of 
complete cardiac arrest was about 45 minutes in each 
case. In none did ventricular fibrillation occur. In a 
further 4 cases which are briefly reported in an adden- 
dum there was only one death, that of an infant weighing 
8 lb. (3-6 kg.), while one of the successful cases was 
that of a man of 49. 

[These two papers provide the first description of a 
technique which may be a most important advance in 
cardiac surgery.] J. R. Belcher 


Lancet [Lancet] 1, 


290. Effect of Digitalis and Diuretics on Exertional 
Dyspnea. Study in Ambulant Patients with Chronic 
Heart Disease 

H. Gotp, T. Gremner, N. T. Kwit, H. L. Orro, and L. 
Warsaw. Journal of the American Medical Association 


[J. Amer. med. Ass.] 169, 229-236, Jan. 17,1959. 17 refs. 


The effect of digitalis and diuretics on exertional 
dyspnoea was studied in 93 patients with early or mild 
congestive heart failure without fibrillation; they were 
selected from a total of 204 patients because signs of 
congestion were absent or minimal and one of the pre- 
senting symptoms was limitation of activity by dyspnoea 
on exertion. In most of the cases the heart disease was 
due to arteriosclerosis or hypertension. The patients 
were treated for several months with digitalis or diuretics 
or both, or with a placebo; a double-blind technique 
was not used. The results were assessed from such 
factors as amount of dyspnoea, degree of discomfort 
and pain, exercise tolerance, blood pressure, charac- 
ter of the pulse, and signs of pulmonary and venous 
congestion. 

Dyspnoea on exertion was diminished in just over half 
the patients receiving a diuretic. Digitalis was less 


effective in this respect, there being little difference 
between the results obtained with this drug and those 
obtained with the placebo. The authors conclude that 
there is a type of exertional dyspnoea which is unin- 
fluenced by digitalis but is brought under varying degrees 
of control by administration of diuretics. They recom- 
mend that in patients with heart disease and breathless- 
ness on exertion but with few or no physical signs of 
congestion therapeutic tests with digitalis and diuretics 
should be carried out to determine the type of dyspnoea 
present; in this way unnecessary digitalization could 
be avoided in some cases. D. Goldman 


291. Rheumatic Heart Disease Associated with Atrial - 
Septal Defect: Clinical and Pathologic Study of 12 Cases 
of Lutembacher’s Syndrome 

J. Esptno-VELA. American Heart Journal |Amer. Heart 
J.| 57, 185-202, Feb., 1959. 6 figs., 42 refs. 


The author reports from the National Institute of 
Cardiology, Mexico City, 12 cases of mitral valvular 
damage associated with a wide atrial septal defect 
(A.S.D.), 11 of which were confirmed at necropsy and 
one at operation. Since 40°% of all patients admitted to 
the Institute have rheumatic heart disease and since 
A.S.D. is the second most common congenital abnor- 
mality seen there the author expresses surprise that 
this combination of lesions has not been found more 
often; indeed only once in 500 commissurotomies 
has it been discovered at operation, although the atrial 
septum is regularly explored. 

The patients were 8 females aged 14 to 71 years and 
4 males aged 10 to 48 years. Rheumatic heart disease 
was usually predominant, and there was a definite 
history of rheumatic fever in 5 cases and a doubtful one 
in 2; but the presence of A.S.D., while always appar- 
ent from auscultatory, fluoroscopic, and cardiographic 
findings, was in 3 cases the more obvious lesion. Mitral 
valvular involvement was diagnosed in 9 cases, tricuspid 
valvular disease in 9, and aortic incompetence in one; 
one patient had coarctation of the aorta. Cyanosis, 
due to pulmonary hypertension, was an important pointer 
to the possible diagnosis in 5 cases. Cardiac catheter- 
ization in 2 cases showed relatively high left atrial and 
pulmonary venous pressures. The disease progressed 
with increasing dyspnoea, haemoptysis occurring in 6 
cases, and eventually 9 patients died in congestive heart 
failure, one from renal failure due to therapeutic mis- 
adventure, and one immediately after operative closure 
of the A.S.D.; only one patient survives, in mild chronic 
failure. 

Post-mortem examination showed that the heart was 
always large, weighing from 470 to 540 g. The most 
dilated cavity was the right atrium, followed in order of 
dilatation by the right and then the left ventricle, the 
latter being only slightly enlarged or even occasionally 
normal. In 9 cases the septal defect measured between | 
15 and 60 mm. in diameter, but in the remaining 3 
there was virtually a single atrium. Double mitral 
lesions, in which, however, stenosis predominated, were 
present in all cases. Tricuspid involvement was con- 
firmed in 7 cases and aortic damage in 3; one case 
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showed old pulmonary infarcts. Discussing this series 
the author stresses that the coexistence of haemoptysis 
with severe chronic dyspnoea indicates venous capillary 
hypertension. He does not agree with the theory that 
A.S.D. is a protective mechanism against pulmonary 
hypertension in patients with mitral valvular disease. 


He accepts Lutembacher’s explanation for the atypical 
character of the diastolic murmur, but points out that 


his cases had other valvular lesions, differentiating 

them from true Lutembacher’s syndrome. The radio- 

logical and cardiographic findings are also discussed. 
R. S. Stevens 


CONGENITAL HEART DISEASE 


292. Electrocardiographic Findings in One Hundred 
_ Verified Cases of Ventricular Septal Defect 

F. CHAR, P. ApaAms, and R. C. ANDERSON. A.M.A. 
Journal of Diseases of Children [A.M.A. J. Dis. .Child.} 
97, 48-60, Jan., 1959. 4 figs., 22 refs. 


With the aim of detecting a possible diagnostic pat- 
‘ern, some relationship to pulmonary arterial pressure 
and blood flow, and any finding of prognostic significance 
regarding surgical risks, the authors, working at the 
University of Minnesota Hospital, Minneapolis, have 
reviewed the 12-lead electrocardiograms (ECGs) of 100 
children with proven isolated ventricular septal defect, 
99 of whom later underwent intracardiac surgery. 
intracardiac pressures and pulmonary arterial blood 
flow were determined by right heart catheterization, 


and pulmonary vascular changes were assessed histo- 
logically at biopsy or post-mortem examination, the 
degree of vascular change found being classified in 3 


grades. (Basic measurements are given in detail in an 
appendix to the paper.) 

Plotting of right ventricular preponderance (as shown 
by the ratio R:RS in Lead V1 compared with the nor- 
mal values given by Ziegler for various age groups) 
against pulmonary systolic pressure in a scattergram 
showed a slight increase in the average ratio obtained 
with increased pressure (but with considerable individual 
scatter), while there was only slight correlation between 
these values and prognosis, that is, “* patient survival ”’. 
Isolated or combined ventricular hypertrophy was ex- 
pressed as a ratio between the values for QRS complexes 
in Leads V1 and V6 and the mean value for age as given 
by Ziegler. Evaluation of the figures by three different 
methods showed there to be little correlation with prog- 
nosis. Again, the voltage of T in V6 showed no apparent 
correlation with pulmonary flow, but survival was higher 
in cases with above-median T waves than in those with 
below-median T waves. Comparison of the R:RS 
median ratio in V1 with the degree of pulmonary vascu- 
lar change showed no significant correlation, but it is 
noted that there was a high incidence of operative 
death in patients with Grade-3 vascular changes. Nor 
was any significant correlation established between the 
height of the T wave in V6 above the normal median 
for age and the pathological pulmonary changes. 
Finally, no strong correlation was found between hyper- 


_trophy or overloading patterns (defined in detail) and 


pulmonary flow, pulmonary arterial pressure, pulmonary 
pathology, operative mortality, or age. The Katz- 
Wachtel phenomenon, that is, diphasic high-voltage 
QRS complexes in Leads V2 to V5, was seen in 72% of 
cases. Various miscellaneous findings, such as left axis 
deviation and prolonged P-R interval, are discussed. 
Observing that mild and severe cases were omitted 
from this study, the authors conclude that by any 
known criteria there is little correlation (in the group of 
operable cases) between the ECG findings and the physio- 
logical and histological data. A deeper q than normal 
in V6 appeared to indicate a good surgical prognosis, 
especially in the absence of right ventricular hypertrophy, 
whereas a high T wave in V1, especially when coupled 
with a T wave below normal in V6, suggested a poorer 
prognosis. The presence of isolated right ventricular 
diastolic overloading appeared to be favourable. But it 
proved impossible to formulate a typical ECG pattern. 
R. S. Stevens 


293. The Clinical and Haemodynamic Features of Pul- 
monary Stenosis without Ventricular Septal Defect. 
(Klinik und Hamodynamik der Pulmonalstenose ohne 
Ventrikelseptumdefekt) 

F. Grosse-BROCKHOFF and F. LooGeNn. Deutsche 
medizinische Wochenschrift [Dtsch. med. Wschr.] 84, 
133-137, Jan. 23, 1959. 22 refs. 


This paper from the Medical Academy, Diisseldorf, 
records the authors’ observations in 160 cases of pul- 
monary stenosis without ventricular septal defect 
(V.S.D.). The main anatomical, pathological, and 
physiological data are briefly reviewed. The incidence 
was 10% among patients with congenital malformations 
of the heart, which agrees well with the figure reported 
by other workers. Whereas stenosis of the whole 
infundibulum is associated with V.S.D. in over 90°% of 
cases, valvular stenosis is in most cases associated with 
an intact ventricular septum. The authors disapprove 
of the term “isolated pulmonary stenosis”’, since in 
30 to 60°% of such cases the condition is associated with 
a patent foramen ovale or atrial septal defect. Dyspnoea 
and fatigue with slight exertion was found in patients 
with a right ventricular pressure over 100 mm. Hg. 

The pathognomonic auscultatory sign is a systolic 
murmur loudest in the second left intercostal space 
parasternally, which in all severe cases is associated with 
a thrill. The more severe the stenosis, the later in systole 
does the murmur reach its maximum and the wider the 
splitting of the second sound in the phonocardiogram. 
In very severe cases the systolic murmur may extend 
beyond the closure of the aortic valve, and the last part 
of the systolic murmur may thus be mistaken for a 
diastolic murmur. In many of the authors’ cases the 
pulmonary component of the second sound was inaudible 
and in some could not be recorded. Electrocardio- 
graphically, the degree of right axis shift, the signs of right 
ventricular hypertrophy, and the extent of inversion of 
the T wave in the chest leads were found to be measures 
of the degree of the stenosis, but the radiological appear- 
ances were not found informative in this respect. Thus 
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no relation was found between the degree of prominence 
of the pulmonary conus and the severity of the lesion; 
a more pronounced enlargement of the heart shadow 
and marked convexity of the outflow tract toward the 
sternum in the lateral view suggested severe stenosis, but 
the finding of a normal heart size did not exclude it. 
While it is often possible to form an opinion about the 
presence and degree of pulmonary stenosis in cases with- 
out V.S.D. by clinical, cardiographic, and phonocardio- 
graphic examination alone, cardiac catheterization with 
injection of contrast medium into the right ventricle and 
angiocardiography are still necessary if more detailed 
data about the right ventricular outflow tract and pul- 
monary orifice are desired by the surgeon. A. Schott 


294. The Anomalous Origin of the Left Coronary Artery 
from the Pulmonary Artery 

J. D. Kerru. British Heart Journal [Brit. Heart J.] 
21, 149-161, April, 1959. 10 figs., 27 refs. 


295. Surgical Treatment for the Tetralogy of Fallot by 
Open Intracardiac Repair 

J. W. Kirkuin, F. H. Extutis, D. C. McGoon, J. W. 
DuSuHane, and H. J. C. Swan. Journal of Thoracic 
Surgery (J. thorac. Surg.) 37, 22-51, Jan., 1959. 9 figs., 
18 refs. 


The authors discuss their experience at the Mayo 
Clinic in the surgical treatment of Fallot’s tetralogy. The 
procedure they use is the “ radical”’ one, in which the 
right outflow tract is fully opened up and the defect in 
the ventricular septum closed under direct vision. Be- 
tween April, 1955, and May, 1958, they carried out this 
operation 74 times, using extracorporeal circulation 
through a modified Gibbon-type pump-oxygenator. The 
mortality in the last 25 cases was 16%. In the early 
cases, however, when perfusion methods and operative 
techniques were less satisfactory, mortality was much 
higher, and the over-all figure for the whole series was 
28%. Details of all 74 cases are tabulated [and repay 
careful study] and reasons for failure or inadequacy of 
the operation are fully discussed. Emphasis is laid on 
the necessity for adequate perfusion, a total perfusion 
time of 40 to 70 minutes, with 30 to 40 minutes of induced 
cardiac asystole, being required. A stationary, dry 
operative field is important if meticulous correction is to 
be maintained, and a special intracardiac suction system 
has to be used as part of the pump-oxygenator to deal 
with the large bronchial venous return. 

In the authors’ opinion the most important requirement 
in the operation is to ensure that the right outflow tract 
is freely patent. A stenosed valve can be divided and an 
infundibular septum dissected with comparative ease, 
but the whole hypertrophied infundibular area may 
require resection to ensure an adequate outflow. In 
nearly every case the anterior and lateral parts of the 
infundibular muscle have to be resected, while in some 
cases not even this is enough and a curved prosthesis 
made of “ ivalon” has to be sutured into the anterior 
wall of the infundibulum to ensure that it is sufficiently 
enlarged. The ventricular defect is closed by direct 
suture or with the use of an ivalon patch. 
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The authors claim that they do not reject any patients 
on the grounds of existing disability or previous surgery, 
and they give a valuable analysis of the problems that 
are only too often encountered in this challenging branch 
of surgery. T. Holmes Sellors 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


296. Cigarette Smoking, Serum-cholesterol, Blood- 
pressure, and Body Fatness. Observations in Finland 
M. KARVONEN, E. OrMA, A. Keys, F. Fipanza, and J. 
Brozek. Lancet [Lancet] 1, 492-494, March 7, 1959. 
10 refs. 


In this investigation, carried out in Finland in 1956 
by a mixed team of American and European workers, 
the serum total cholesterol level, blood pressure, and 
body fatness were estimated in 360 habitual cigarette 
smokers and 165 non-smokers. The subjects were men 
aged 20 to 59 and were drawn from three different areas, 
namely, rural East Finland, rural West Finland, and 
Helsinki, the capital. 

It was shown that at all ages and in all three regions, 
except men aged 50 to 59 living in West Finland, the 
smokers had a higher average serum cholesterol level than 
the non-smokers, the over-all average value being 21, 23, 
and 23 mg. per 100 ml. higher in smokers in West Fin- 


- land, East Finland, and Helsinki respectively. In regard 


to blood pressure and body fatness, however, the differ- 
ences between smokers and non-smokers, though signifi- 
cant, were small and are not considered to account for the 
higher incidence of ischaemic heart disease in smokers. 
A. I. Suchett-Kaye 


297. Bilateral Internal Mammary Arteries Ligation in the 
Coronary Artery Disease. [In English] 

M. BatrezzaTi, A. TAGLIAFERRO, and A. D. CATTANEO. 
Scientia medica Italica [Sci. med. ital.| 7, 463-485, Jan.- 
March, 1959. 4 figs., 30 refs. 


The search, first begun by Langer in 1880, for methods 
by which the myocardium may be furnished with an 
additional blood supply continues. Extracardial anasto- 
moses are known to occur between the coronary vessels 


and certain mediastinal vessels arising near the origin of _ 


the great arteries and veins. The present authors, 
working at the University of Parma, have pursued the 
concept of developing the connexions between the inter- 
nal mammary and coronary arteries by ligating the former 


in the 2nd intercostal space beyond the origin of the main ~ 


collateral channels. The increased flow that ensues is 
even more marked if the pressure in the coronary vessels 
falls. They describe a series of experiments on the 
cadaver and in vivo on dogs in which ligation of the inter- 
nal mammary arteries was shown to protect the myo- 
cardium when its blood supply had been deliberately 
interfered with by coronary arterial ligation. 

They then report the results obtained in a series of 
304 patients operated on since 1954 by extrapleural 
ligation of both internal mammary arteries in the 2nd 
interspace, the indication for the procedure being a clear- 
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cut diagnosis of angina pectoris with or without evidence 
of myocardial infarction. Follow-up examination, both 
clinical and electrocardiographic, after intervals varying 
between one month and 3 years showed that 90°%% could 
be classified as “‘ improved ”’, the results in 8-8°% being 
“very good” and in 44-5% “‘ good”. The immediate 
operative mortality was 0-3°%% (one death), but 13 patients 
died later, raising the over-all mortality to 3-9%. The 
authors claim that the simplicity of the method gives 
it considerable advantages over other methods of inducing 
extracardial anastomoses. They do not claim that an 
area of myocardium which is already the site of an in- 
farct will recover, but they are convinced that the pro- 
cedure protects and improves the blood supply to the 
impoverished muscle and reduces the risk to the patient. 
[This operation, as with others based on the same 
principle, is open to the criticism that there is doubt as to 
the ability of the new anastomotic vessels to improve 
the nutrition of all the layers of the myocardium, and 
that it is difficult to compare the results with those in 
patients treated adequately by efficient medical methods.] 
T. Holmes Sellors 


298. Significance of Serum Transaminases in the Diag- 
nosis and Prognosis of Cardiac Infarction. (SHaueHvue 
CepOSHbIX TpaHCaMHHa3 B MporHose 
cepmeuHoro 

K. Boek, V. KARLICEK, and V. LAN. Tepaneemuyeckuu 
Apxue [Ter. Arh.] 31, 54-60, Feb., 1959. 4 figs., 
40 refs. 


A colorimetric method of estimating glutamic oxal- 
acetic transaminase (G.O.T.) activity in the serum, 
devised by the present authors in 1957 (Lék. Obz., 4, 121), 
was used in the investigation of 100 cases of suspected 
early myocardial infarction. In 41 cases the diagnosis 
had been made on electrocardiographic (ECG) and in 13 
on clinical grounds. In the remainder the symptoms 
were suggestive, but the diagnosis was excluded by the 
ECG findings. Of the 54 proved cases, in 51 there was 
a considerable increase in the serum G.O.T. level, which 
reached a maximum (average 205 units) on the 2nd day 
and fell to normal (average 22 units) on the 4th or Sth 
day. The prognosis varied with the extent of the increase 
—of 9 patients in whom the level rose above 300 units, 
3 died and 4 were very seriously ill, while among 27 with 
maximum levels ranging from 100 to 300 units there was 
only one death and in 15 with a level below 100 units 
there were no deaths, all patients making a good recovery. 
In 26 cases of angina pectoris without infarction the 
serum G.O.T. level was normal. Of the remaining 20 
patients without cardiac infarction, in whom the pain 
was due to such causes as pulmonary embolism, broncho- 
pneumonia, rheumatic carditis, or pancreatic necrosis, 
the serum G.O.T. level was raised in all except those with 
bronchopneumonia and pulmonary embolism without 
large infarcts. If the level remained high for a prolonged 
period liver damage was the usual cause. 

An increase in the serum G.O.T. level is basically 
indicative of a necrotizing process. Its estimation is 
therefore of value in the diagnosis of early myocardial 
infarction even in the absence of ECG changes, provided 
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that other causes of tissue necrosis have been excluded. 
In such cases it also gives some indication of the severity 
of the infarction and therefore of the prognosis. A sharp 
rise in the level to over 200 units within 48 hours of the 
onset of symptoms with a fall to normal in 4 to 5 days 
is almost diagnostic of infarction; in pulmonary infarc- 


‘tion the rise occurs later (about the 4th day) and the level 


rarely exceeds 100 units. In acute necrotizing pancrea- 
titis, however, the level may reach 600 units or more. 
L. Firman-Edwards 


299. An Assessment of Long-term Anticoagulant Ad- 
ministration after Cardiac Infarction 

MEDICAL RESEARCH COUNCIL, WORKING PARTY ON 
ANTICOAGULANT THERAPY IN CORONARY THROMBOSIS. 
British Medical Journal [Brit. med. J. I 1, 803-810, 
March 28, 1959. 13 refs. 


A coordinated clinical trial, in which 15 hospital 
centres in Great Britain participated, was carried out 
with the object of establishing “* whether, in patients who 
had survived at least one month after their most recent 
[cardiac] infarction, the continuous administration of an 
anticoagulant drug (phenindione) in doses sufficient to 
double the one-stage ‘ prothrombin ’ time would appreci- 
ably reduce the risk of recurrence and death below the 
levels concurrently observed in a series of patients with 
illnesses of comparable severity not thus treated”. The 
design and conduct of the trial are described and the 
criteria for inclusion and the numerous grounds for 
exclusion of patients are carefully detailed. Men and _ 
women between the ages of 40 and 65 (extended later to 
69) were allocated at random to control and treated 
groups which proved to be statistically directly com- 
parable (188 controls and 195 treated patients). The 
reasons for withdrawal from the trial of 23 of the 188 
controls and 24 of the 195 treated patients are noted. 

The incidence of recurrence of infarction was signifi- 
cantly less throughout the whole period of the trial 
in the treated group than in the controls, especially in 
males under the age of 55; it was also found that under 
the age of 55 more men returned to work and fewer had 
angina than was the case in the older age groups. No 


‘other unequivocally significant differences emerged, 


except that the death rate in the treated group was lower 
than in controls, especially in the first 6 months of the 
follow-up period. There were 15 serious and 48 minor 
haemorrhagic incidents in the treated group against 1 and 
8 respectively in the control group. 

[This important paper does not lend itself to succinct 
abstraction and should be read in the original by all 
interested in the subject.]_ P. D. Bedford 


300. The Post-myocardial-infarction S 

W. Dresscer. A.M.A. Archives of Internal Medicine 
[A.M.A. Arch. intern. Med.] 103, 28-42, Jan., 1959. 
8 figs., 17 refs. 


A complication of acute myocardial infarction which 
resembles idiopathic benign pericarditis and the post- 
commissurotomy syndrome has previously been de- 
scribed by the author (J. Amer. med. Ass., 1956, 160, 
1379; Abstr. Wid Med., 1956, 20, 366). The clinical 
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features of this condition are fever, chest pain, evidence 
of pericarditis (often with effusion), pleurisy, and pneu- 
monitis, usually with a leucocytosis of 10,000 to 20,000 
per c.mm., and there is a tendency to recurrence. It is 
frequently mistaken for recurrent myocardial infarction 
or for pulmonary infarction. A series of 44 cases is now 
reported in this article from the Maimonides Hospital, 
New York, including one of pleuropericarditis in a 
patient under treatment with anticoagulants who died 
of cardiac tamponade from an effusion of blood into the 
pericardium. 

The complication occurs in 3 to 4% of cases of coron- 
ary thrombosis, may develop at any time between the 
2nd and 11th weeks after the attack, and may last for 
several weeks or months—in 6 of the author’s cases the 
symptoms persisted for more than 3 months. The fea- 
tures that distinguish it from the pericarditis of recent 
myocardial infarction are that it comes on much later, 
that the friction rub lasts 3 days to 3 weeks, that peri- 
cardial effusion is common, and that the condition tends 
to recur. Treatment with anticoagulants is dangerous, 
but the anti-inflammatory steroids are helpful. The 
prognosis is good. The aetiology of the condition is 
obscure, but it is suggested that it may be a sensitivity 
reaction to an antigen released by myocardial necrosis. 

G. S. Crockett 


DISTURBANCES OF RHYTHM AND 
CONDUCTION 


301. Paroxysmal Ventricular Tachycardia: a Clinical 
and Electrocardiographic Study 

G. R. HERRMANN, H. M. Park, and M. R. HEJTMANCIK. 
American Heart Journal [Amer. Heart J.] 57, 166-176, 
Feb., 1959. 1 fig., 21 refs. 


Having previously reported their cases of paroxysmal 
ventricular tachycardia seen in the decade 1937-47 
(Ann. intern. Med., 1948, 28, 989; Abstr. Wld Med., 
1949, 5, 65) the authors now record their experience 
during the decade 1948-57 at the University of Texas 
Hospitals, Galveston, when 84 episodes of paroxysmal 
ventricular tachycardia were observed in 60 patients 
aged from 9 months to 97 years. In 46 of these episodes 
the tachycardia was intermittent (up to 30 seconds’ 
duration) and in 38 it was persistent. The type of 
tachycardia was not related to age, race, or sex. Arterio- 
sclerotic heart disease was diagnosed in 42 cases, in 13 
of which there was acute myocardial infarction, and rheu- 
matic heart disease in 7 cases. Congenital heart disease 
and thyrotoxicosis each contributed 2 cases, but 6 patients 
had no heart disease, attacks being precipitated by 
emotion, severe diarrhoea, or hypokalaemia associated 
with nephrosis. In 6 cases the precipitating cause was 
digitalis intoxication and in another 10 cases digitalis 
was a possible cause. 

Symptoms and signs fell into three groups: (1) those 
of the underlying heart disease; (2) those of precipi- 
tating factors, such as overdosage of digitalis; (3) those 
due to the tachycardia itself; many of the patients 


with intermittent tachycardia were unaware of its pre- 
sence. Dyspnoea and weakness were the most common 
symptoms in both types. Sympathomimetic vasopressor 
drugs were required in about one-third of the cases of 
persistent tachycardia. The heart rate varied from 104 
to 231 per minute and the duration of the episodes from 
a few seconds to over 7 days (one case). In about 40% 
of 42 cases in which electrocardiograms were available 
atrial fibrillation was shown also to be present before, 
during, or after the episodes of ventricular tachycardia. 
The attacks were aborted in 22 of 27 cases treated—in 
10 out of 12 in which procainamide in a dosage of 0-25 
to 1 g. was given intravenously, in all 5 cases in which 
0-4 g. of quinidine was given hourly by mouth for 6 to 8 
doses, and in 2 out of 3 treated with morphine; the 
remaining 5 cases received a combination of quinidine 
with either morphine or procainamide. 

Of 31 patients with intermittent ventricular tachycardia, 
13 (42°) died within 10 months of onset, while of 28 
with the persistent type, 17 (619%) died within 2 months 
and one lived for 33 months. The prognosis is greatly 
influenced by the duration and rate of the tachycardia, 
and especially by the seriousness of any underlying heart 
disease, 10 out of 13 patients (779%) with infarction 
succumbing to the disorder. Of 16 patients suffering 
from definite or probable digitalis intoxication, 11 died. 

R. S. Stevens 


302. Ventricular Tachycardia: with Particular Con- 
sideration of Digitalis Therapy 

R. R. McGee and I. F. Tutus. American Journal of 
Cardiology [Amer. J. Cardiol.| 3, 300-306, March, 1959. 
1 fig., 19 refs. 


From the records of cases of ventricular tachycardia 
seen at the John Gaston Hospital, Memphis, Tennessee, 
in the 10-year period 1947-56 the authors have selected 
for discussion 19 cases which had been confirmed by 
electrocardiography and were not due to digitalis intoxi- 
cation. The majority of these cases (16) were considered 
to be due to coronary arteriosclerosis; 4 of the patients 
had certainly and 2 probably suffered from myocardial 
infarction, 2 had hypertensive heart failure, but in one 
there was no evidence of heart disease other than the 
arrhythmia. On 6 of the 12 patients (63%) who died 
necropsy was performed, and in 5 of these death was 
considered to be due to failure to control the arrhythmia. 

In 8 cases the arrhythmia itself, with associated 
severe symptoms, was the major clinical problem. In 
9, however, it was difficult to assign symptoms definitely 
to the paroxysmal arrhythmia in the presence of ad- 
vanced heart disease. Of 7 patients who had been 
receiving digitalis at the time of the onset of ventricular 
tachycardia, in only one was it thought to have con- 
tributed to the development of the arrhythmia. Four 
patients were unsuccessfully treated with procainamide 
and all died, but of 6 treated with quinidine, the arrhyth- 
mia disappeared in 5, although 3 died later of the under- 
lying heart disease. Treatment with both digitalis and 
quinidine in 5 cases resulted in successful control of the 
arrhythmia in 3, while in one case the ventricular tachy- 
cardia ceased, but complete A-V block developed and the 
patient died. Of 2 patients who received procainamide, 
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quinidine, and digitalis, one did not respond, while the 
other responded to digitalis after the other two drugs had 
failed. A further patient in heart failure was successfully 
‘reated with digitalis alone. The remaining patient 
‘n the series, who had been treated with quinidine and 
was thought to be suffering from quinidine intoxication, 


vas successfully treated by withdrawing the drug. Two 


‘jlustrative case histories are presented in detail. 
Discussing the problem of whether digitalis should be 
used in the treatment of ventricular tachycardia the 
authors conclude that their own experience and that 
-eported by others suggest that earlier injunctions against 
he use of digitalis in this condition have perhaps been 
stringent. R. Wyburn-Mason 


303. Restoration of Sinus Rhythm in Experimental and 
Clinical Ventricular Arrhythmias by Methoxamine Hydro- 
-hloride 

i. C. Brut, J. D. KrueGcer, and E. L. McCaw Ley. 
American Journal of Cardiology {Amer. J. Cardiol.} 3, 
307-313, March, 1959. 4 figs., 15 refs. 


Myocardial infarction accompanied by the hypoten- 
ion associated with shock has a high mortality, which is 
sreatly increased if arrhythmias are also present. The 
authors report, from the University of Oregon Medical 
School, Portland, a study of the effects of “* vasoxyl” 
‘methoxamine) hydrochloride, a vasopressor sympatho- 
nimetic drug with anti-arrhythmic properties. In experi- 


_ mental ventricular arrhythmia established in dogs by 


-arious methods the drug was found capable of sup- 
»ressing the abnormal rhythms for periods of 30 to 60 
minutes in doses of 0-5 to 1 mg. per kg. body weight. 

In clinical trials carried out on 14 patients a single 
dose of the drug in comparable doses was able to sup- 
oress significantly or completely for periods up to 40 
minutes various ventricular arrhythmias, ranging from 
occasional premature systoles to multifocal ventricular 
iachycardia of unknown aetiology or resulting from 
myocardial infarction or digitalis intoxication. It is 
admitted that the relatively short period of effective action 
of methoxamine is a disadvantage, but it is considered 
important that at least one drug of the pressor amine 
group has been shown to have anti-arrhythmic properties. 

R. Wyburn-Mason 


304. The Bradycrotic Action of Reserpine in Atrial 
Fibrillation with Rapid Ventricular Rates. Results in 
16 Cases with Organic Heart Disease 

B. A. MARANGONI and M. CAvVUSOGLU. American 
Journal of Cardiology {[Amer. J. Cardiol.] 3, 314-324, 
March, 1959. 6 figs., 21 refs. 


From Elmhurst General Hospital, New York, the 
authors report a study of the effect of reserpine on 
ectopic arrhythmia in 16 patients with organic heart 
disease accompanied by chronic atrial fibrillation and 
rapid ventricular rate. In 12 of the patients the ventricu- 
lar rate was significantly reduced (6 case histories are 
given in detail). The best results were obtained with a 
loading dose of 1 mg. daily for 3 or 4 days, this being then 
reduced to a maintenance dose of 0-25 to 0-5 mg. daily. 
There was a latent period of 3 to 7 days. Some of the 


usual side-effects of reserpine were encountered, but all 
were easily controlled. In no case did the rhythm revert 
to normal sinus rhythm; the electrocardiogram showed 
no characteristic alterations attributable to the drug. 

R. Wyburn-Mason 
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305. The Less Common Forms of Pulmonary Hyper- 
tension 

W. Evans. British Heart Journal [Brit. Heart J.] 21, 
197-217, April, 1959. 30 figs., 20 refs. 


The clinical and pathological findings are described 
in 11 patients whose pulmonary arterial pressure was 
raised from diverse causes and for some time before 
their death. In 3 of these, 2 with myxoma of the left 
atrium and one with strangulation of the pulmonary 
veins by a granuloma, although the pulmonary arterial 
pressure was raised to impressive heights, the electro- 
cardiogram showed evidence of right ventricular duress 
that was short of ventricular preponderance. These 3 
patients have been included because they contribute to a 
better understanding of the mechanism of pulmonary 
hypertension. The remaining 8 patients suffered from 
pulmonary hypertension, defined as a condition where a 
persistent rise in the pulmonary arterial pressure has 
caused hypertrophy and failure of the right ventricle, 
with characteristic clinical, cardiographic, and radio- 
logical signs. These 8 illustrate the less common forms 
of pulmonary hypertension, and include 2 with recurring 
pulmonary embolism, 2 with growth embolism, 2 with 
pneumoconiosis, one with scleroderma, and one with 
holo-hypertension. 

Histological examination of the pulmonary vasculature 
in the 11 cases confirmed that pulmonary hypertension 
is the direct result of obstruction within the pulmonary 
artery. In the less common forms of pulmonary hyper- 
tension, the arterial occlusion is caused by thrombus in 
the case of recurring pulmonary embolism, anthracosis, 
and asbestosis, by a specific tissue in scleroderma, and 
by parasitic ova in Bilharzia infestation. In the more 
common examples of pulmonary hypertension, the 
arterial obstructive lesion is in the form of intimal pro- 
liferation associated with congenital hypoplasia of the 
media; these two changes, which were never found apart, 
precede rather than follow the hypertension. In the 
presence of medial hypoplasia, the formation of intimal 
proliferation is hastened by any condition that raises the 
pulmonary arterial pressure as in mitral stenosis, con- 
genital cardiac shunts, and emphysema; in solitary 
pulmonary hypertension, where the pulmonary arterial 
pressure is natural at the start, intimal proliferation gains 
its stimulus from the presence of innumerable medial 
deficiencies.—[Author’s summary.] 


306. Roentgenographic Signs of Pulmonary Artery 
Occlusion 

D. J. Torrance. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 237, 651-662, May, 1959. 
16 figs., 15 refs. 
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307. Pathogenesis and Treatment of the Anaemia Associ- 
ated with Hiatus Hernia 

G. J. and H. C. Puiuis. Lancet [Lancet] 
1, 552-554, March 14, 1959. 3 figs., 8 refs. 


The pathogenesis of anaemia complicating hiatus 
hernia is discussed with particular reference to a case 
seen at the Medical Clinic, University of Athens. The 
patient, a man of 56, had severe iron-deficiency anaemia 
associated with herniation of the fundus and part of the 
body of the stomach through the diaphragm. Examina- 
tion of the blood revealed that the erythrocyte count was 
2,230,000 per c.mm., haemoglobin 4 g. per 100 ml., 
mean corpuscular haemoglobin concentration 28%, 
and serum iron level 20 yg. per 100 ml. The frac- 
tional test meal showed a little free acid after histamine 
stimulation. 

Repeated tests for occult blood in the faeces gave nega- 
tive results. When test doses of ferrous gluconate and 
ferrous sulphate were given the serum iron level rose 
sharply and to about the same extent with each drug, 
but when a similar dose of ferric chloride was given the 
serum iron level remained unchanged. In a patient with 
Banti’s disease and post-haemorrhagic anaemia some 
rise in the serum iron level followed administration of 
ferric chloride. Experiments were then carried out to 
determine the reason for the lack of response to ferric 
chloride in the patient with hiatus hernia. A test 
dose of ferric chloride was combined in turn with 500 
mg. of ascorbic acid, 1,000 yg. of vitamin Bi2 (cyanoco- 
balamin), normal gastric juice, and gastric intrinsic 
factor given in the form of tablets of ‘“* bendogen ” each 
containing 280 mg. of intrinsic factor and 60 pg. of 
vitamin B2, 8 tablets being given. It was found that the 
serum iron level rose well with ascorbic acid. The rise 
with added vitamin B;2 was relatively small, with normal 
gastric juice it was rather higher, and with the intrinsic 
factor combination it was higher again, although the last- 
named was not so effective as ascorbic acid. 

The authors point out that the iron present in food is 
in the form of polymolecular compounds, which are 
broken down in the stomach to trivalent iron, which in 
turn is reduced to bivalent iron, the form in which iron 
is absorbed. Hydrochloric acid is responsible for the 
first reaction, and the second needs the presence of 
reducing agents. The results of the tests were inter- 
preted as showing that normal gastric juice contains such 
reducing agents and that gastric intrinsic factor may be 
one of them. The patient was therefore given a 12-day 
course of bendogen tablets, at the end of which the hae- 
moglobin level had risen from 6°6 to 10 g. per 100 ml., 
although previous courses of oral and parenteral iron 
had had only a slight effect. It is concluded that one of 
the causes of the anaemia associated with diaphragmatic 
hernia is deficiency of intrinsic factor. 

M. C. G. Israéls 
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308. The Auditory Manifestations of Leukemia 

E. SHANBROM and S. C. Fincu. Yale Journal of Biology 
and Medicine [Yale J. Biol. Med.] 31, 144-156, Dec., 
1958 [received Feb., 1959]. Bibliography. 


The frequent occurrence of deafness and tinnitus in 
leukaemia has attracted surprisingly little attention. 
The otological complications observed in the most recent 
series of 100 cases of leukaemia seen at the Yale-New 
Haven Medical Center, New Haven, Connecticut, are 
analysed. Auditory signs or symptoms were present 
in 32 of the cases, these being attributable to leukaemia 
in 27. In 6 cases the auditory symptoms were manifest 
before leukaemia was diagnosed. In general, the com- 
plications were attributable to haemorrhage, leukaemic 
infiltration, and infection. Haemorrhage occurred 
especially in acute leukaemia, and infiltration in chronic 
lymphatic leukaemia; infection was associated with all 
types. In 3 cases in the series there was blockage of the 
Eustachian tubes by infiltration; the authors consider 
that such blockage is likely to be followed by otitis 
media. In order to determine the appropriate treatment 
of these complications it is helpful to know whether 
haemorrhage or infiltration is the cause of the otological 
involvement. If the former is the cause steroid therapy 
may be indicated; if the latter, direct irradiation may 
relieve obstruction and prevent subsequent infection. 

A. G. Baikie 


309. A Six Year Study of Incompatible Blood Trans- 
fusions 

L. S. Brnper, V. GINSBERG, and M. H. HARMEL. Sur- 
gery, Gynecology and Obstetrics [Surg. Gynec. Obstet.] 
108, 19-34, Jan., 1959. 28 refs. 


Out of 81,392 blood transfusions carried out during 
the 6 years 1952-7 at the Kings County Hospital Center, 
New York, reactions due to incompatibility occurred in 
30 cases. These are classified in five groups as follows: 
(A) without haemoglobinuria or haemoglobinaemia; 
(B) with these manifestations, but without oliguria; 
(C) as in Group B, but with oliguria (<500 ml. a day) 
for up to 48 hours; (D) as in Group C, but with more 
than 48 hours’ oliguria; and (E) with a bleeding diathesis 
in association with incompatible transfusion, regardless 
of other clinical manifestations. Details of these cases 
are tabulated and the histories of many of them are given 
in detail. Of the 10 cases in Group A, 9 were due to 
ABO incompatibility and one to Rh antigens. In 5 
cases the reaction developed after less than 100 ml.— 
in one after only 5 ml.—of blood had been given. Group 
B consisted of 6 cases; 3 of the 4 patients in this group 


who developed a reaction after receiving the smallest © 


amounts of blood, as also the 5 patients mentioned above 
in Group A, had received Group-B blood. One of the 
reactions, in a parturient woman, was hypertensive in 
type. Group C consisted of 3 patients, one of whom 
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died. Group D consisted of 6 patients, one of whom 
died, one of the reactions being hypertensive in type. 
All the 5 patients in Group E ultimately died; in 3 
hypotension was a prominent initial finding, one became 
hypertensive, and one remained normotensive. The 
‘otal incidence of reactions was thus 1 in 2,713 and the 


incidence of proved haemolytic reactions 1 in 4,520. 


The annual incidence ranged from 1 in 3,337 (1952) to 
i in 2,049 (1955). Measures taken to decrease this 
incidence by more extensive control proved ineffective, 
-vhich suggests that there is an almost irreducible element 
of human error, ranging from misgrouping to undeter- 
minable causes. Fatal reactions amounted to one in 
every 11,625 transfusions. Treatment along generally 
accepted lines was successful in most cases, but in those 
‘n which a haemorrhagic state developed the results 
‘vere unsatisfactory. Further transfusion with correctly 
erouped blood, support of the blood pressure with vaso- 
»ressor drugs, and correction of the clotting defect with 
‘ibrinogen, fresh plasma, or fresh whole blood in plastic 
containers (and even with direct transfusion in one case) 
were unsuccessful. 

The pathogenesis of renal failure from incompatible 
cransfusion is discussed, shock, haemoglobinaemia, 
ylood loss, anaesthetics, and the use of noradrenaline 
in the treatment of hypotension being among the factors 
considered likely to produce a renal ischaemia. No 
evidence was found in the present series that either pre- 
or post-transfusion hypotension is of importance for the 
development of renal failure. To reduce the incidence 
of transfusion reactions further means of improving 
every stage of the procedure must continue to be sought 
for, but the large number of people involved inevitably 
increases the chances of human error. A more hopeful 
approach seems to lie in the education of the physician 
in the assessment of the need for transfusion. In retro- 
spect, in 53% of the cases in which reactions occurred in 
the present series the indication for transfusion was 
questionable, and 6 of the 7 deaths occurred in such 
cases. F. Hillman 


HAEMORRHAGIC DISEASES 


310. Hemorrhagic Diathesis Associated with Massive 
Transfusion 

S. Got_us, A. W. ULIN, H. S. WINCHELL, E. EHRLICH, 
and W. Weiss. Surgery [Surgery] 45, 204-222, Feb., 
1959. 11 figs., 15 refs. 


An unexplained bleeding tendency occurring in surgical 
patients and frequently associated with massive blood 
transfusion has been thought by some to be so directly 
connected with the transfusion as to merit the term 
“haemorrhage due to massive transfusion”’. The pre- 
sent authors, however, consider that massive transfusion 
may be implicated only by association and may not be 
the primary cause of the bleeding. 

In this paper, therefore, they present the results of a 
study of 38 patients who received a large volume of 
blood by transfusion, 22 of them receiving more than 3 
litres of blood in less than 10 hours and 6 of them over 
5-4 litres in less than 7 hours. None of these patients 

H 


bled excessively. Indeed in the whole series it was noted 
that those who bled had received no more blood than 
those who did not bleed. In regard to the various defects 
which can be demonstrated in the coagulation mechan- 
ism, it was shown that thrombocytopenia was a finding 
common to bleeders and non-bleeders alike, and that 
increased fibrinolytic activity and a fall in the blood 
fibrinogen level also occurred in both groups. The 
bleeding tendency therefore could not be attributed to 
these changes. Further investigation of the various 
plasma factors necessary to satisfactory coagulation 
revealed a variable reduction in these factors in both 
groups of patients, and it was evident that no single 
defect could be responsible for the bleeding tendency in 
some of them. Although the possibility that summation 
of the otherwise insignificant defects might have affected 
the bleeders more than the non-bleeders cannot be ex- 
cluded, the authors consider it reasonable to conclude 
that massive blood transfusion alone is not responsible 
for the observed haemorrhagic manifestations which 
occur in some of these cases. A. Brown 


311. The Use of Heparin to Minimize Thrombocyto- 
penia and Bleeding Tendency during Hypothermia 

R. H. WENSEL and W. G. BiGELow. Surgery [Surgery] 
45, 223-228, Feb., 1959. 4 figs., 12 refs. 


Although the induction of hypothermia is now a 
comparatively safe procedure, the occurrence in an 
occasional patient of a bleeding tendency still remains a 
problem. In view of the existing evidence that thrombo- 
cytopenia is an important factor in hypothermic bleeding 
and that administration of heparin reduces this fall in 
the number of platelets, the authors devised two experi- 
ments. The first was performed on 16 dogs, of which 4 
served as a control series and were anaesthetized only, 
6 were subjected to hypothermia, and in 6 hypothermia 
was induced after the administration of 0-5 to 1 mg. of 
heparin per kg. body weight. In the dogs which were 
anaesthetized only there was no alteration in the blood 
platelet level; in those subjected to hypothermia without 
injection of heparin the average fall in the platelet 
count was 63%, while in the group previously given 
heparin the average fall was 41°%. 

The second experiment was carried out on 12 adult 
patients undergoing open heart surgery. In 6 of these 
patients subjected to hypothermia without heparin the 
average platelet count fell by 46°%, and one patient 
showed a bleeding tendency. The other 6 patients 
received 15 to 20 mg. of heparin before the induction of 
hypothermia and in these the average platelet count fell 
by only 19%. In the latter group, and also in 10 sub- 
sequent consecutive cases in which small doses of heparin 
were used, there was no haemorrhagic tendency or un- 
controllable bleeding. Brown 


312. The Hemophilioid States: the Practical Applica- 
tion of Present-day Concepts of Blood Coagulation to 
Diagnosis and Treatment. [Review Article] 
C. Houcit and H. M. Grover. A.M.A. Archives of 
Internal Medicine [A.M.A. Arch. intern. Med.] 103, 
239-252, Feb., 1959. 4 figs., bibliography. 
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313. Fluoroscopic Pulmonary Densiography 

A. H. ANpREws, R. JENsIK, and W. H. PFISTERER. 
Diseases of the Chest [Dis. Chest] 35, 117-126, Feb., 
1959. 7 figs., 8 refs. 


In this paper a preliminary report is given of the 
authors’ experience with fluoroscopic densiography 
(Kourilsky and Maréchal, J. fran¢. Méd. Chir. thor., 
1953, 7, 113), a method of recognizing localized disease 
in the chest and of studying regional changes in lung 
function by measuring the variations in light intensity 
on the screen during fluoroscopy. A small photo- 
multiplier tube with a sodium iodide crystal is sited 
between the patient and the fluoroscopic screen and can 
be moved to any desired position. It has an orifice of 
3/32 inch (2-4 mm.) and converts the x-ray beam which 
has traversed the patient into electrical energy which is 
then recorded photographically. Fluoroscopic density 
is measured by comparing the output of the tube with and 
without the patient in position and is expressed as the 
percentage loss of voltage due to absorption of x rays by 
the tissues. The variation in output recorded on the 
densiogram gives an indication of the volume change of 
the chest due to breathing. The tube orifice is usually 
placed over three areas on each side of the chest in turn, 
the duration of x-ray exposure being indicated by a 
timer. Ten minutes is usually required for the examina- 
tion, which means a total exposure of about 15 r.; 
extra lead shielding is used for protection below the 
diaphragm. The fluctuations recorded from any one area 
are expressed as a percentage of the sum of the fluctua- 
tions recorded from that side of the chest, thus enabling 
regional ventilation to be compared with the total for 
that lung. Time or phase relations for local chest 
ventilation are displayed by simultaneous recording of 
respiration at the mouth by means of a spirometer or 
pneumotachygraph. 

The authors, working at Presbyterian—St. Luke’s 
Hospital, Chicago, have studied 50 patients and healthy 
subjects by this method, and describe the modifications 
of regional fluoroscopic density and fluctuations observed 
in various diseases. It is noted that although no distinc- 
tive pattern was recognizable in the densiogram in diffuse 
emphysema, the difference in phase between the local 
densiographic record and the pneumotachygram from 
the mouth was sometimes as high as 140 degrees, whereas 
in normal subjects there was no phase difference. The 
explanation of phase differences as high as these between 
air flow in different parts of the respiratory tract is not 
obvious, and the authors discuss their causation. They 
point out that fluoroscopic densiography can help only 
in assessing regional variations in ventilation and, unlike 
bronchospirometry, gives no indication of changes in 
oxygen consumption. However, it has the enormous 
advantage over bronchospirometry that it requires no 
intubation of the patient. P. Hugh-Jones 


98 


314. Coccidioidal Pulmonary Cavitation 
L. Hype. American Journal of Medicine [Amer. J. 
Med.] 25, 890-897, Dec., 1958. 3 figs., 21 refs. 


A study is reported from the Veterans Administra- 
tion Hospital, Long Beach, California, of 77 cases of 
coccidioidal pulmonary cavitation, 45 of which were 
asymptomatic. Haemoptysis occurred in 20 cases, 
chest pain in 5, and acute respiratory symptoms in 8. 
Single cavities were present in 66 cases and multiple 
cavities in 11. Skin tests for the presence of Coccidioides 
gave positive results in 42 cases in the series, and com- 
plement-fixing antibodies were found in sera from 37. 

Of the 77 patients, 36 were treated conservatively; in 
14 out of 29 in this group who were adequately followed 
up the cavities closed spontaneously. There were no 
new cavities. Of the 41 treated surgically, broncho- 
pleural fistula with empyema developed in 12 and new 
cavities in 8. The author concludes that surgery should 
not be performed unless (1) the cavity is over 4 cm. in 
diameter or is enlarging significantly, or (2) there are 
recurrent severe haemoptyses. I. Ansell 


315. Effects of Inhalation of Oxygen by Emphysema- 
tous Patients with Cor Pulmonale on Ventilation and the 
Pulmonary Circulation. (L’inhalation d’oxygéne chez les 
emphysémateux au stade du coeur pulmonaire chronique. 
Son effet sur la ventilation et la circulation pulmonaire) 
A. TourRNIAIRE, M. TARTULIER, F. Deyrieux, J. BLuM, 
and H. ANTERION. Presse médicale [Presse méd.] 67, 
244-246, Feb. 7, 1959. 24 refs. 


It is generally agreed that inhalation of oxygen has 
a depressive effect on pulmonary ventilation in patients 
suffering from emphysema, but there is considerable 
disagreement about its effect on the pulmonary arterial 
pressure. In investigations carried out at the H6pital 
Saint-Joseph, Lyons, 21 emphysematous patients suffer- 
ing from chronic cor pulmonale were subjected to cardiac 
catheterization (main pulmonary branch), arterial punc- 
ture, spirometric tests, and haemodynamic studies before 
and during the inhalation of 45°% oxygen in air or of pure 
oxygen. From the data obtained various conclusions are 
drawn, as follows. 

In most patients with emphysema the inhalation of 
pure oxygen or of 45°%% oxygen in air for periods not 
exceeding 25 minutes produces definite pulmonary 
hypoventilation owing to the reduction in the partial 
pressure of carbon dioxide (pCOz) in the arterial blood. 
(When the oxygen inhalations were prolonged beyond 
25 minutes, however, 3 of the authors’ patients developed | 
some degree of hyperventilation.) When pure oxygen 
is given there is also a diminution in alveolar ventilation. ° 
There is little doubt that the inhalation of oxygen in 
concentrations not exceeding 45°% produces a fall in 
pulmonary arterial pressure, this fall being related to the 
increase in arterial oxygen content. If, however, hyper- 
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capnia is present there may be a rise in the pulmonary 
arterial pressure. The fail or rise in this pressure is 
dependent on many factors, such as the concentration of 
oxygen inhaled, the duration of the inhalation, and the 
arterial pCO2. In other words the problem, especially 
from the therapeutic aspect, is a complicated one. 

Paul B. Woolley — 


316. The Increase in the Mortality Due to Cancer of 
the Lung in the Light of the Distribution of the Disease 
among the Different Social Classes and Occupations 

G. HEeRDAN. British Journal of Cancer [Brit. J. Cancer] 
12, 492-506, Dec., 1958. 2 figs., 16 refs. 


The author points out that two statistical facts appear 
to be in conflict with current theories concerning the 
cause of the recent increase in mortality from cancer of 
the lung. ‘The first is the emergence in the Registrar- 
General’s analysis of occupational mortality for 1949-53 
in England and Wales of a social class gradient which 
was not apparent in the similar analysis for 1930-2. 
The figures for 1949-53 show that the death rate from 
cancer of the lung increases as one moves down the scale 
of social class, a fact which is contrary to what would be 
expected from general knowledge [? impressions] of 
the smoking differentials of the social classes. The 
second statistical fact is that the excess male mortality 
from cancer of the lung becomes more pronounced year 
by year, the male:female ratio increasing from 1-02 in 
1937 to 1-71 in 1956, which again is contrary to expecta- 
tion from general knowledge of the increase in smoking 
by women. The possibility that the increase in mor- 
tality from lung cancer and the emergence of a social 
class gradient may both be due to a change in diagnostic 
habits is not entirely rejected by the author—indeed he 
presents evidence in support of this theory—but as an 
alternative he puts forward the hypothesis that cancer 
of the lung is due primarily to the effect of certain recessive 
genes which are sex-linked or sex-limited, the reduction 
in mortality from inflammatory and infectious lung 
diseases, especially pneumonia and respiratory tuber- 
culosis, with the advent of the sulphonamides and anti- 
biotics having led to the expression of these recessive 
genes and consequently to an increase in lung cancer. 
It is claimed that this hypothesis satisfies the above two 
statistical facts, which are otherwise anomalous. 

The hypothesis originates from the work of Lenz 
(Arch. Hyg. (Berl.), 1923, 93, 126), who, in the field of 
infant mortality, explained excess male mortality as due 
to genetic differences between the sexes, and found 
support for his view in the negative correlation which 
exists between the increase of infant excess male mortality 
with time and the decrease in the over-all infant death 
rate. In the same way support for the author’s view that 
excess male mortality from cancer of the lung can be 
ascribed to genetic sex-linked factors is found in the 
negative correlation (r= —0-885) between the declining 
annual comparative mortality indices for respiratory 
tuberculosis and pneumonia together (both sexes com- 
bined) from 1937 to 1956 and the increasing excess male 
mortality ratios for cancer of the lung. Moreover, a 
comparison of the standardized mortality ratios for 1931 
and 1951 shows that in a variety of occupations in which 
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in 1931 the mortality from respiratory tuberculosis was 
above the average the mortality from lung cancer was 
high in 1951. If this is not due to a change in diagnostic 
habits, then those occupational groups which in 1931 
were particularly liable to respiratory tuberculosis must be 
now regarded as specially liable to cancer of the lung. 
These occupations are so widely varied—including publi- 
cans, boot and shoe workers, paper-hangers, iron and 
steel workers, glaziers, boiler-makers, platers, messengers, 
and general labourers—that, the author claims, this 
special liability is more likely to be due to their genetical 
make-up than to an occupational risk, and to the fact 
that as their susceptibility to one lung disease is countered 
by medical progress they become susceptible to lung 
disease of another type. In contrast, certain occupa- 
tional groups in which mortality from tuberculosis was 
below the average in 1931 experienced a similarly low 
mortality from lung cancer in 1951. These groups 
include bank and insurance officials, judges, barristers, 
solicitors, physicians, professional engineers, farmers and 
their relatives, employers and managers, and coal-miners 
(both surface and underground workers). 

[This seems to the abstracter to be the crux of the 
matter. Taking into consideration the manner by which 
the personnel of these occupations are recruited, is it 
credible that the high-mortality groups and the low- 
mortality groups should be so genetically different? It is, 
for example, easier to imagine that genetical differences 
of the type postulated by the author’s hypothesis should 
exist between coal-miners in South Wales and coal- 
miners in, say, Durham, than between coal-miners in 
South Wales and iron and steel workers in the same 
area.] E. Lewis-Faning 


317. Lung Function Studies on Bronchogenic Car- 
cinoma 
J. H. GAuLT and M. C. ROGAN. Scottish Medical 


Journal [Scot. med. J.] 4, 35-40, Jan., 1959. 2 figs., 
3 refs. 


The authors, working in the Department of Tuber- 
culosis and Diseases of the Respiratory System, Edin- 
burgh University, studied lung function in 93 cases of 
bronchogenic carcinoma. Vital capacity, residual lung 
volume, and maximum voluntary ventilation were deter- 
mined in all cases, and arterial blood oxygen saturation 
and carbon dioxide tension in 40 of them. In 39 
cases in which the tumour was resected an attempt was 
made to correlate the postoperative course with pre- 
operative observations. Vital capacity was reduced by 
a half in cases of obstruction of the main bronchus, but 
residual volume remained nearly normal. Maximum 
voluntary ventilation was significantly reduced in patients 
complaining of dyspnoea, the reduction being propor- 
tionate to the severity of the dyspnoea. Arterial oxygen 


_ saturation was only transiently altered after atelectasis. 


The authors conclude that the maximum voluntary 
ventilation provides a useful index of the suitability of 
the patient for operation, and that patients with less 
than 40% of the predicted ventilation are poor operative 
risks and likely to be respiratory cripples if they survive 
surgical treatment. i J. Robertson Sinton 
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318. Urinary Tract Infection in Paralytic Poliomyelitis 
H. D. Ritey and V. KNiGHT. Medicine [Medicine 
(Baltimore)| 37, 281-297, Dec., 1958, [received Feb., 
1959]. 7 figs., 33 refs. 


The development and course of urinary tract infection 
in paralytic poliomyelitis were studied in 50 patients seen 
at the Poliomyelitis Respiratory Center, Vanderbilt 
University Hospital, Nashville, Tennessee, over a period 
of 21 months. Of the 50 patients, 15 were admitted at 
the time of onset of acute poliomyelitis and 33 were 
admitted 30 days or more after the onset; the remaining 
2 patients had acute transverse myelitis of uncertain 
origin. There were 26 males and 24 females, and 15 
of the patients were under 15 years of age. The average 
duration of illness before admission was 94 months 
(range 2 months to 16 years). All except 3 patients 
needed mechanical aids to respiration. Urine was col- 
lected weekly or more often from all the patients, regard- 
less of evidence of infection. The external genitalia were 
washed with soap and water and rinsed with a solution 
of 1 in 1,000 benzalkonium hydrochloride, after which 
urine was collected from the mid-portion of the stream, 
this being found comparable with that obtained by 
catheterization. Early morning specimens were avoided. 

Infection was milder in children and in males than in 
adult females; it had developed by the third or fourth 
week in hospital in immobilized patients. Catheteriza- 
tion and a severe degree of paralysis with prolonged 
immobilization increased the likelihood of infection. 
The presence of urinary calculi in 21 patients made 
effective treatment more difficult. Of the 50 patients, 
44 had infected urine, but 28 of these, including some of 
the most heavily infected, had no symptoms. Bacteri- 
uria without significant pyuria was common, especially 
in infections with Proteus vulgaris. The most commonly 
found organisms were P. vulgaris and Aerobacter aero- 
genes. Prophylactic treatment with antimicrobial drugs 
did not prevent development of infection, and where 
infection was already established treatment seemed at 
most to result in a change in the urinary flora. 

Of 49 patients observed, 10 had diastolic hypertension, 
but this was thought to have developed during the acute 
stage of poliomyelitis and to be unconnected with 
urinary infection. There were 2 deaths in the series, 
and at necropsy multiple renal abscesses were found in 
one case and bilateral pyelonephritis in the other. 

L. Capper 


319. Albumin Metabolism in Nephrotic Adults 

A. L. Karrz. Journal of Laboratory and Clinical Medi- 
cine [J. Lab. clin. Med.) 53, 186-194, Feb., 1959. 1 fig., 
16 refs. 

At Beth Israel Hospital, Boston, the metabolism of 
albumin was studied in 3 adult patients with latent 
nephrosis and 3 with overt nephrosis by giving an intra- 
venous injection of albumin labelled with radioactive 


iodine (1311) and thereafter determining the plasma 
concentration and urinary excretion of the labelled albu- 
min, iodide being given previously and throughout the 
study to prevent any uptake of 13!I by the thyroid gland. 
Since the plasma albumin concentration was known, the 
amount of radioactivity in the plasma after equilibration 
indicated the fraction of the labelled albumin which 
remained in the plasma, and thus indirectly the total body 
pool of albumin. The radioactivity in the non-protein 
fraction of the urine each day represented the amount 
of albumin catabolized. Since all the patients were in a 
steady state (that is, their plasma albumin level and, 
presumably, their total albumin pool remained constant) 
the amount of albumin synthesized equalled the sum of 
the albumin lost by catabolism and that lost in the urine 
as albuminuria. 

In the 3 patients with latent nephrosis and 2 of those 
with overt nephrosis the rate of albumin catabolism was 
normal, but the remaining patient with overt nephrosis 
showed a marked increase in the fractional rate of 
albumin catabolism, this contributing as much to the 
albumin deficiency as did the loss in the urine; this 
patient had an increased rate of albumin synthesis. It 
is possible that in the other 2 patients with overt nephro- 
sis some impairment of synthesis may have contributed 
to the albumin deficiency. The mechanism of the 
excessive catabolism of albumin in the nephrotic 
syndrome is not known. T. B. Begg 


320. Aminoaciduria in the Course of Lipoid Nephrosis 
in Children. The Influence of ACTH. [In English] 

C. Hoorr and J. Herpor. Acta paediatrica [Acta 
paediat. (Uppsala)| 48, 135-148, March, 1959. 4 figs., 
43 refs. 


The authors have determined by means of paper 
chromatography the amino-acid levels in the urine of 
22 children with lipoid nephrosis under treatment at the 
Paediatric Clinic of the State University, Ghent, Belgium, 
10 of the patients being studied in greater detail both 
before and during ACTH (corticotrophin) therapy. 

It was found that the urinary excretion of amino- 
acids was usually normal in these patients, but the ad- 
ministration of ACTH or the onset of intercurrent disease 
was followed by hyperaminoaciduria. In 3 patients 
this was shown to be characterized by the predominance 
of amino-acids which are normally found in the blood 
but not usually in the urine, these including proline, 
leucine, isoleucine, valine, alanine, and phenylalanine. 
This pattern (described as the “ R-pattern” in the 
literature) has been associated with special types of 
lipoid nephrosis and is thought to indicate tubular dys- 
function. Of the 3 patients in the series showing this. 
type of hyperaminoaciduria one developed the Toni- 
Debré-Fanconi syndrome and the 2 others differed from 
the rest of the patients in their failure to respond clini- 
cally to ACTH, nor did this hormone influence the 
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abnormal urinary amino-acid pattern. The pathogenesis 
of the different types of hyperaminoaciduria is briefly 
discussed. G. W. Csonka 


RENAL FAILURE 


321. Acute Renal Insufficiency Treated by Caval In- 
‘usion of Dextrose Solutions of High Concentration 

G. SHAaw. Lancet [Lancet] 1, 15-17, Jan. 3, 1959. 
10 refs. 


The author, writing from the Southern General Hos- 
vital, Glasgow, reports his experience of infusion of 
highly concentrated solutions of dextrose into the 
inferior vena cava in the treatment of 13 cases of 
acute renal insufficiency. In 3 cases a solution of 
33-39% dextrose was used and in the remainder a 
50% dextrose solution was infused. To the more 
concentrated solution heparin was added, at first in 
a dosage of 5,000 units per 400 ml. of solution and 
later in a dosage of 1,000 units per 400 ml. Poly- 
thene tubing was used for the cannula in preference to 
a cardiac catheter, the cannula being inserted through 
the saphenous vein to a point judged to be 7 to 8 cm. 
below the right atrium. The treatment regimen also 
included blood transfusion with packed cells and ad- 
ministration of penicillin and soluble insulin. Testo- 
sterone was occasionally given as an anabolic agent, and 
sodium polystyrene sulphonate was administered by 
stomach tube if the serum potassium level rose above 
6 mEq. per litre (23 mg. per 100 ml.). 

The cannulae were invariably free from thrombi and in 
only one case did cellulitis develop around the entry of 
the cannula. Epistaxes occurred in 3 patients, one of 
whom did not receive heparin. There were 6 deaths in 
the series, 4 during treatment and 2 others 4 weeks and 
2 years respectively after successful treatment of the 
acute episode. In none was there any evidence at 
necropsy of damage to the inferior vena cava. 

The author considers that the risk of thrombosis is 


reduced by maintaining a continuous flow, by diluting’ 


the dextrose solution as soon as diuresis begins—for 
example, by adding to it the extra allowance of water— 
and perhaps by the careful use of heparin. 


L. Capper 


322. On the Mechanism of Acidosis in Chronic Renal 
Disease 

W. B. ScHwartz, P. W. HALL, R. M. Hays, and A. S. 
RELMAN. Journal of Clinical Investigation [J. clin. 
Invest.] 38, 39-52, Jan., 1959. 6 figs., 24 refs. 


The acidosis of renal failure is known to be due partly 
to impaired renal excretion of acid as ammonium and 
titratable acidity; there is less evidence that impaired 
renal conservation of bicarbonate is responsible. To 
elucidate the mechanism of renal acidosis balance 
studies were carried out at the New England Center 
Hospital and Massachusetts Memorial Hospitals, Bos- 
ton, on 4 uraemic patients with chronic glomerulo- 
nephritis and one patient with renal tubular acidosis. 
Before the studies all patients showed persistently low 


plasma bicarbonate levels (between 13 and 18 mEq. per 
litre). The bicarbonate level was first raised to between 
25 and 29 mEq. per litre by administration of sodium 
bicarbonate and the patients were then allowed to 
develop acidosis once more. During the onset of 
acidosis 3 of the 4 uraemic patients excreted excessive 
amounts of bicarbonate in spite of low plasma levels, 
and continued to do so until the plasma bicarbonate 
level fell to between 15 and 20 mEq. per litre. Such 
bicarbonate loss has been found in only 5 of a total of 
12 uraemic patients studied by the authors in this and 
other work. It is suggested that excessive bicarbonate 
loss may well be due to reduction of carbonic anhydrase 
activity in the tubular cells. 

Excretion of ammonium and titratable acidity was 
also decreased, partly owing to the excessive bicarbonate 
in the lumen of the distal tubule. All the uraemic 
patients were eventually able to acidify the urine to pH 
4-8 to 5-5, but only when the plasma bicarbonate level 
had fallen to 10 to 15 mEq. per litre. Even in the most 
acid urines little ammonium was excreted, and acidifica- 
tion was achieved by increasing titratable acid. Two 
of the uraemic patients were unable to increase acid 
excretion in response to ammonium chloride or hydro- 
chloric acid loads. The patient with renal tubular 
acidosis continued to excrete an alkaline urine with 
significant amounts of bicarbonate in spite of a low 
plasma bicarbonate level. The ammonium excretion 
was normal in relation to the pH of the urine, while 
the excretion of titratable acidity was low. 

It is concluded from this study that all renal acidosis is 
always “tubular” and depends on a disturbance of 
acid excretion or bicarbonate reabsorption, or both. 

David Phear 


323. Severe Acidosis and Hyperpotassemia Treated with 
Sodium Bicarbonate Infusion 

K. C. SCHWARZ, B. D. CoHen, G. D. LuBasu, and A. L. 
Rusin. Circulation [Circulation] 19, 215-220, Feb., 
1959. 4 figs., 19 refs. 


This paper from Bellevue Hospital and Cornell Uni- 
versity Medical College, New York, reports the treat- 
ment of 4 patients, 2 with acute and 2 with chronic renal 
failure, by the infusion of 5°% sodium bicarbonate solu- 
tion. In each case this was effective in increasing the 
blood pH, reducing the plasma potassium content, and 
lessening the electrocardiographic changes associated 
with hyperkalaemia. The amounts of sodium bicarbon- 
ate given by infusion ranged from 144 to 408 millimoles 
(12 to 34 g.); in one case further sodium bicarbonate 
was given by mouth. Although the acidosis was cor- 
rected and the hyperkalaemia reduced in all cases, 2 
patients died later, though not from potassium toxicity. 
The mechanism of the biochemical changes is discussed, 
and a transfer of potassium from extracellular to intra- 
cellular fluid is suggested as being most likely. 

[The value of intravenous bicarbonate—or lactate— 
in hyperkalaemia is perhaps insufficiently recognized; 
it may prevent cardiac arrest and so postpone or even 
obviate the need for dialysis in some patients.] 

D. A. K. Black 
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324. The Endocrine System, Co-enzyme A, and Panto- 
thenic Acid. cuctema, KodH38HM «<A» 
MaHTOTeHOBaA KHCIIOTA) 


Ju. A. SEREBROVSKAJA. J] podaembi u 


Topmonomepanuu [Probl. Endokr. Gormonoter.] 5, 
108-120, Jan.—-Feb., 1959. Bibliography. 


The co-enzyme concerned in acetylization, usually 
known as co-enzyme A (Co-A), plays an important and 
extensive role in the hormonal regulation of the body 
metabolism and therefore in the function of the endocrine 
glands, especially the pituitary. Its molecular structure 
appears to be a pantothenyl-mercapto-ethanol derivative 
of 3-monophosphoric ester of adenosine diphosphate, 
so that its molecule contains pantothenic acid, one of the 
vitamins of the B group, which certainly takes part in its 
synthesis, since the exclusion of pantothenic acid from 
the diet of rats leads to a fall in the Co-A level in the 
tissues, particularly in the adrenal cortex and the liver. 

The level of Co-A in the body is regulated by the 
pituitary gland, and hypophysectomy leads to a fall in 
this level in the liver of adult rats, which is not restored 
by the administration of corticotrophin (ACTH), so 
that neither this hormone nor the adrenal hormones are 
directly responsible for the production of Co-A. In 
immature rats, however, hypophysectomy does not 
produce this effect, while the injection of growth hormone 
causes a rise in the liver Co-A content only in adult rats 
after hypophysectomy. Most probably the pituitary 
gland controls this level by the formation of thyrotrophic 
hormone, since the administration of thyroxine restores 
the level after hypophysectomy. In rats given a diet poor 
in iodine the tissue level of Co-A falls, and this fall is still 
greater in thyroidectomized animals on such a diet; the 
level can be restored by the administration of thyroxine 
or triiodothyronine. The same phenomenon occurs in 
rats given a diet causing deposition of fat in the liver; 
again the Co-A content of the liver falls, but administra- 
tion of thyroxine restores it, and if pantothenic acid is 
also given the fat content of the liver falls to normal. 
Excess of thyroxine, whether of exogenous origin or due 
to thyrotoxicosis, diminishes the capacity to acetylize 
sulphonamides. This is not due to a fall in the Co-A 
level, but to a shortage of acetate resulting from the 
increased demands of the body metabolism. 

The adrenal cortex has normally a high Co-A content, 
second only to that of the liver. A diet poor in panto- 
thenic acid causes a sharp fall in this content within a 
week, whereas in the liver this does not occur until 
after 3 weeks. Deficiency of pantothenic acid in the 
diet leads to serious changes in the adrenal cortex in the 
form of haemorrhages, necrosis, and fibrosis in the zona 
reticulata and zona fasciculata. The adrenal medulla 
has a very low Co-A content and pantothenic acid defici- 
ency has little effect upon it. The Co-A content of the 
pancreas is about one-half that of the adrenal cortex, 
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and pantothenic acid deficiency does not lead to any 
notable change in this organ. Pancreatectomy, how- 
ever, causes a fall in the Co-A level in the liver to 40% 
of normal, and this is not restored by insulin; diabetes 
induced by alloxan causes a rise and not a fall in the 
liver Co-A content. Pantothenic acid deficiency does 
not affect the development of diabetes produced by 
alloxan or pancreatectomy, but it was shown that animals 
given extra pantothenic acid after the production of 
diabetes not only did not lose weight, but gained even 
more than intact animals receiving a normal diet. On 
the diet containing extra pantothenic acid glycosuria and 
ketonuria were diminished, suggesting that Co-A plays 
a part in the synthesis of peptide links as well as in 
acetylization. 

Lastly, since pantothenic acid is essential for the 
normal development of the sex glands, a deficiency of it 
causes lowered spermatogenesis in males, disturbance 
of the oestrous cycle in females, and atrophy of the 
gonads in both. Such deficiency also leads to a fall in the 
Co-A content of the tissues, and as this enzyme is essen- 
tial for the elaboration of steroid hormones and for the 
synthesis of acetylcholine the functions of the endocrine 
system and of the central nervous system may be seriously 
impaired. 

[This is a very thorough survey of the subject and is 
based on the work of many observers in all parts of the 
world. The bibliography contains no fewer than 140 
references. ] L. Firman-Edwards 


325. Hypophysial Insufficiency in Acromegalic Syn- 
dromes. (L’insuffisance hypophysaire dans les syn- 
dromes d’acromégalie) . 


‘J. HeERTOGHE and P. pe Moor. Acta clinica Belgica 


[Acta clin. belg.] 13, 419-459, Sept.—Oct. [received Dec.], 
1958. 4 figs., 40 refs. 


In addition to the classic signs of pituitary dysfunction 
and those resulting from increased intra- or suprasellar 
pressure in acromegaly, evidence of other endocrine dis- 
orders may appear during the course of the disease. In 
this paper from the University Clinics of Louvain and 
Antwerp the authors report a study of this aspect of the 
disease in 5 untreated patients and in 2 treated by 
irradiation, while reference is also made to 5 other cases 
in which a retrospective study of the data revealed signs 
of extrapituitary endocrine dysfunction associated with 
acromegaly. Six of the patients were women and 6 men; 
4 of the women were in their 20s and one man was 40, 
while 2 of the men were 70 and 82 respectively, the 
remaining patients being between 47 and 59. One 
patient, a man of 59, underwent a very complete clinical 
and metabolic investigation, and careful tests of thyroid, 
adrenal, and gonadal function were carried out on the 
6 other patients who were studied in person. 
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Evidence of some degree of hypercorticism was found 
in several female patients. On the other hand signs of 
hypofunction of one or more endocrine glands were 
found in 11 cases. Four untreated patients showed 
complete pituitary deficiency. Treatment with cortisone 
and prednisone appeared to be successful in 3 cases, and 
in others irradiation of the pituitary was beneficial. Two 
patients died, one a woman of 27 in whom a chromophobe 
adenoma was found at necropsy and the other a man of 
82 who died in coma [which the authors assume for some 
-eason was hypopituitary coma] and in whom necropsy 
showed an enlarged sella with an increased number of 
-osinophilic cells in the pituitary gland. 

Two theories are put forward in explanation of these 
findings. The first is that pressure due to the rapid 
growth of an eosinophil adenoma or haemorrhage into 
‘t occasionally causes necrosis of the entire anterior 
oituitary lobe, including the adenoma, thus causing 
Simmonds’s disease or “* burnt-out ” acromegaly. The 
second is that acromegaly may be due to a secondary 
reaction of the pituitary to a peripheral endocrine deficit. 
in this connexion it is postulated that gonadal insuffici- 
ency may precede the acromegaly by several years, this 
being an expression of a “ primary target-gland in- 
sufficiency ”’. 

[An interesting paper, with several well documented 
cases. Some of the observations quoted do not, how- 
ever, seem to stand up well to critical analysis.] 

V. C. Medvei 


326. Current Status of the Treatment of Adrenal Dis- 
orders. [Review Article] 

G. W. TuHorn, D. H. NELSON, and A. E. RENOLD. 
Journal of the American Medical Association [J. Amer. 
med. Ass.\ 168, 2130-2137, Dec. 20, 1958. 2 figs. 


327. Clinical Experience with Selective Inhibition of 
Adrenal Function 

J. S. Jenkins, L. Potuter, W. J. Reppy, D. H. NELSON, 
and G. W. Tuorn. British Medical Journal [Brit. 
med. J.) 1, 398-401, Feb. 14, 1959. 1 fig., 18 refs. 


The beneficial effects of adrenalectomy in some cases 
of mammary and prostatic carcinoma and in Cushing’s 
syndrome have stimulated interest in substances capable 
of inhibiting adrenal cortical function by direct action 
on steroid biosynthesis. Amphenone B has been exten- 
sively studied, but it causes toxic effects. Recently it 
has been shown that 2-methyl-1:2-bis-(3-pyridyl)-1- 
propanone (SU 4885) produces adrenal cortical inhibi- 
tion in experimental animals and man, including selective 
inhibition of steroid hydroxylation at position 11. At 
the Peter Bent Brigham Hospital, Boston, the action of 
SU 4885 on adrenal cortical function was studied in 8 
patients, 4 of whom had Cushing’s syndrome. The 
drug was given in an intravenous infusion of 2 g. for 
either 4 or 8 hours in 5 of the cases and by mouth in a 
dosage of 3 to 12 g. daily in 3 cases. All the patients 
excreted large quantities of tetrahydro-11-deoxyhydro- 
cortisone after receiving the drug, indicating that its 
inhibitory action was directed selectively at the 11- 
hydroxylase enzyme system. The degree to which hydro- 
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cortisone and its urinary metabolites, tetrahydrocortisone 
and tetrahydrohydrocortisone, were suppressed depended 
on the dosage administered. SU 4885 appeared to be 
much less toxic than amphenone, gastric disturbance 
being the only consistent symptom. G. B. West 


THYROID GLAND 


328. Thyroid Autoantibodies in the Families of Cretins 
W. H. BereRwa tes, V. N. Dopson, and A. H. WHEELER. 
Journal of Clinical .Endocrinology and Metabolism [J. 
clin. Endocr.) 19, 179-182, Feb., 1959. 16 refs. 


A test was made of the hypothesis that thyroid auto- 
antibody in the mother is transmitted through the 
placenta to combine with fetal thyroid and produce 
intrauterine fetal hypothyroidism. The sera of 56 
members of 12 control families of comparable age were 
studied with the use of the tanned red blood cell hemag- 
glutination technique of Boyden. All sera yielding a 
positive reaction were also tested with complement 
fixation and precipitin techniques. In 3 out of 20 
mothers of cretins the titers were positive on repeated 
testing with the tanned red blood cell technique. There 
was no cross reaction with human liver or kidney. No 
demonstrable titers were found in the sera of cretins or 
their fathers or siblings. None of the tested mothers of 
cretins had a history of thyroid disease. In only one 
mother of a control family were serum titers positive. 
In this case there was a history of thyrotoxicosis treated 
with radioactive iodine 6 months previously. The results 
of this study fail to support the hypothesis that trans- 
placental transfer of thyroid autoantibody from mother 
to fetus is a cause of congenital hypothyroidism.— 
[Authors’ abstract.] 


329. Thyroglobulin Antibodies in Multiple Thyroid 
Diseases 


R. M. Buizzarp, G. J. HAMwi, T. G. SKILLMAN, and 
W. E. Wueever. New England Journal of Medicine 
[New Engl. J. Med.] 260, 112-116, Jan. 15, 1959. 1 fig., 
18 refs. 


This paper from Ohio State University College of 
Medicine, Columbus, reports the demonstration of anti- 
bodies to thyroglobulin in the serum of 107 out of 161 
patients with various thyroid diseases. In contrast, 
such antibodies were identified in only 8 out of 219 
sera from patients with other complaints. The anti- 
bodies were demonstrated by means of an agglutination 
test with Group-O human erythrocytes treated first with 
tannic acid and then with purified human thyroglobulin 
prepared from normal thyroid glands removed post 
mortem. Only a small proportion of the positively 
reacting sera gave positive results with the agar-gel 
precipitation technique (Doniach and Roitt, J. clin. 
Endocr., 1957, 17, 1293; Abstr. Wild Med., 1958, 23, 
450), which is presumably less sensitive. The anti- 
bodies were present in the serum of 34 of 94 patients with 
thyrotoxicosis, 7 of 10 with spontaneous myxoedema, 
8 of 19 with non-toxic nodular goitre, and 3 of 5 with 
chronic thyroiditis, and of one of 18 athyrotic cretins. 
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No antibodies were demonstrated in sera from small 
groups (2 to 6 cases each) of patients with acute thyroi- 
ditis, thyroid carcinoma, adolescent goitre, and diffuse 
asymptomatic goitre. However, with such small groups 
of cases these negative findings cannot be considered 
significant. 

It is suggested that auto-immunization is a cause of 
thyroiditis and of spontaneous myxoedema. Although 
the transplacental transfer of antibodies may conceivably 
be a cause of cretinism, antibodies to thyroglobulin were 
demonstrated in the serum of only one of the 18 cretins 
tested and of the mother of another, but studies of the 
antibody content of the serum at birth might produce 
more evidence on this point. In thyrotoxicosis the 
antibodies may be formed as a result of release of thyro- 
globulin from the hyperplastic gland, and auto-immuniza- 
tion may account for the spontaneous remissions that are 
sometimes seen in this disease and also for the thyroiditis 
that sometimes follows it. Treatment with radioactive 
iodine may act not only by the destruction of thyroid 
tissue, but also by permitting the extravasation of thyro- 
globulin and the formation of antibodies to it. However, 
the antibodies were found in both treated and untreated 
cases of thyrotoxicosis in this series, and their presence 
in treated cases showed no relation to the form of treat- 
ment given. The hypothesis is put forward that nodule 
formation in non-toxic goitre is the result of a focal 
antigen-antibody reaction followed by lymphocytic 
infiltration. 

Antibodies to penicillin were present in 14 out of 46 
samples of serum containing thyroglobulin antibodies. 
This suggests that patients with circulating thyroglobulin 
antibodies are unusually prone to form antibodies to 
normally weak antigens. The serum globulin concentra- 
tion tended to be higher than normal when the thyro- 
globulin antibodies were present, but the correlation was 
not a strict one. Peter C. Williams 


330. Autoimmunity in Thyroid Disease 

M. J. Cuiine, H. A. SELENKOw, and M. S. Brooke. 
New England Journal of Medicine [New Engl. J. Med.} 
260, 117-121, Jan. 15, 1959. 17 refs. 


The authors, from the Peter Bent Brigham Hospital 
(Harvard Medical School), Boston, report the use of the 
agglutination test [see Abstract 329] to demonstrate 
the presence of antibodies to thyroglobulin in the 
serum of patients with thyroid disease. Such antibodies 
were present in 14 out of 16 sera from patients with 
chronic lymphoid thyroiditis, and these sera were not 
active against extracts of human kidney, liver, or lung. 
The antibody was localized in the y-globulin fraction of 
the serum in the one case in which this was studied. 
Thyroglobulin antibodies were also found, though 
usually in lower concentration, in 4 of 26 cases of hyper- 
thyroidism, one of 9 cases of thyroid adenoma, 4 of 9 
cases of primary iodiopathic goitre, 3 of 16 cases of non- 
toxic nodular goitre, and 2 of 5 cases of thyroid carcin- 
oma. All 4 positive sera in the hyperthyroid group were 
from patients treated with radioactive iodine [in contrast 
to the findings of Blizzard et al. (see Abstract 329)]. 

Peter C. Williams 


331. The Diagnosis and Treatment of Autoimmunising 
Thyroiditis 

D. Hussite. Scottish Medical Journal [Scot. med. J.] 
4, 55-63, Feb., 1959. 23 refs. 


After a brief review of the development of modern 
views concerning Hashimoto’s disease, the author, 
writing from the University of Birmingham, describes 
18 new cases of the disease seen at the Derbyshire Royal 
Infirmary during a 20-month period. The diagnosis 
was based on at least 2, and usually 4 or more, of the 
following criteria: a goitre of rubbery consistency with 
or without hypothyroidism, myxoedema without goitre; 
a positive flocculation test result, a positive immune 
reaction to thyroid extracts, a low or normal thyroid 
uptake of radioactive iodine (1311) with a high subsequent 
plasma protein-bound radioactivity, a positive result 
in the perchlorate test, and typical histological appear- 
ances. 

The precipitin test for the presence of antibodies to 
thyroglobulin gave a positive result in 17 of the cases, 
although in 2 of them this result was obtained only after 
repeated examinations. The author is impressed with 
the value of this simple test which, although less sensitive 
than the tanned erythrocyte agglutination technique, 
rarely gives a positive result except in Hashimoto’s 
disease. He regards a positive immunological test, in 
combination with any one of the other criteria listed 
above, as diagnostic of active auto-immunizing thy- 
roiditis. If studies with 131I are performed the finding 
of a rapid fall in radioactivity over the thyroid after the 
administration of potassium perchlorate is almost 
specific. Surgery is not required for diagnosis or treat- 
ment, unless malignancy is suspected. 

The author then discusses the common clinical pre- 
sentations of the disease, as illustrated by cases in the 
series. He also describes a case of lymphadenoid goitre 
complicated by lymphosarcoma of the thyroid. He 
agrees with the general expectation that auto-immunizing 
thyroiditis will prove to be the common aetiological 
mechanism of simple, non-goitrous, myxoedema. Treat- 
ment with thyroid extract or L-thyroxine should be given 
if there is hypothyroidism, however mild, or complaint of 
local discomfort, which is soon relieved. The immediate 
institution of thyroid therapy in the symptomless case, 
although not essential, obviates the need for vigilant 
watch for the development of hypothyroidism. 

H.-J. B. Galbraith 


332. The ‘ Thyrotoxic ’ Complement-fixation Reaction 
J. R. ANDERSON, R. B. Goupie, and K. G. Gray. Scot- 
tish Medical Journal [Scot. med. J.] 4, 64-74, Feb., 1959. 
15 refs. 


In the serum of patients with Hashimoto’s disease it is 
possible to demonstrate, not only a precipitating anti- 
body which reacts with thyroglobulin, but also a separate 


complement-fixing (C-F) antibody. This C-F antibody . 


is specific for an antigen most readily extractable from 
the thyroid tissue of some patients with thyrotoxicosis. 
In this paper from the University and Western Infirmary, 
Glasgow, the authors describe in detail a method for 
detecting this C-F antibody, and report the results 
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obtained with it in 515 patients with all types of disease 
of the thyroid gland. 

The antigenic potency of the thyroid extract used 
varied from case to case and waned with storage. About 
‘hree-quarters of the thyrotoxic glands tested contained 
‘he antigen. This did not appear to depend on the ab- 
sence or the nature of preceding antithyroid medication, 
aor was there any correlation between the antigenicity 
of the gland extract and the presence of C-F antibody 
inthe serum. The antigen was only rarely found, except 
in very weak concentration, in normal glands or in those 
from patients with diseases of the thyroid other than 
thyrotoxicosis. A striking exception, however, was a 
zroup of 6 patients with various congenital abnormalities 
of the enzyme systems concerned in the production of 
thyroid hormone, all of whose glands contained the 
antigen in quantity. The authors deduce from their 
results that the antigen is a normal thyroid constituent 
and that its discovery in thyrotoxic glands is not evidence 
of an abnormal thyroid metabolism. 

The thyrotoxic C-F antibody was detected in the sera 
of 87% of patients with Hashimoto’s thyroiditis and in 
50% of patients with either hyperthyroidism or primary 
myxoedema. In Hashimoto’s disease the titres were 
usually higher. A study of the serum-electrophoretic 
strips showed that the C-F antibody was found only in 
the y-globulin fraction. Immunological studies showed 
ihat after the precipitating antibody had been removed 
‘rom the serum of patients with Hashimoto’s disease the 
C-F antibody remained, thus confirming the separate 
entities of the two antibodies. 

Three of the patients with Hashimoto’s disease (but 
none with other thyroid disorders) were unusual in that 
their serum also contained complement-fixing factors 
reacting specifically with extracts of other tissues, such 
as liver, kidney, and adrenal gland. The authors sug- 
gest that this indicates a general tendency of these patients 
to form auto-antibodies. H.-J. B. Galbraith 


333. Complement-fixing Autoantibody to Thyroglobulin 
in Hashimoto’s Disease 

J. R. ANDERSON, R. B. Gouprz, and K. G. Gray. 
Lancet [Lancet] 1, 644-647, March 28, 1959. 1 fig., 
16 refs. 


Two types of antigen—antibody reaction may be given 
by the serum of patients with disease of the thyroid gland. 
In one the serum precipitates thyroglobulin and agglu- 
tinates tanned erythrocytes coated with thyroglobulin; 
this reaction does not generally fix complement. In 
the other type a positive complement-fixation reaction 
is given with an antigen which is not thyroglobulin and 
which is most easily demonstrated in extracts of thyro- 
toxic glands. 

The authors, working at the Western Infirmary, Glas- 
gow, have now found among 53 samples of serum ob- 
tained from patients with Hashimoto’s disease 9 which 
gave a complement-fixation reaction with an antigen 
which is present in extracts of normal thyroid tissue or 
of colloid goitres. Various investigations suggested that 
the antigen was thyroglobulin and that the reaction is 
of an auto-immunological nature. The authors con- 


sider it unlikely that the antibody responsible plays an 
important part in the pathogenesis of Hashimoto’s 
disease. M. C. Berenbaum 


334. Investigations of Thyroid Antigens Reacting with 
Hashimoto Sera. Evidence for an Antigen Other than 
Th 

G. BELYAVIN and W. R. Trotter. Lancet [Lancet] 1, 
648-652, March 28, 1959. 4 figs., 11 refs. 


The possibility that in thyroid disease the antigen 
which stimulates the formation of complement-fixing 
antibody to a factor.in thyrotoxic glands (T.C.F. factor) 
is distinct from thyroglobulin (which gives rise to the 
production of precipitating antibody) has been investi- 
gated by the authors at University College Hospital, 
London. 

Precipitating power and complement-fixing activity 
were found to occur independently in different sera, and 
in extracts of different thyroid glands the complement- 
fixing potency varied independently of the thyroglobulin 
content. When all anti-thyroglobulin activity was 
removed from the sera by absorption with semi-pure 
thyroglobulin there was no reduction in complement- 
fixing titre to T.C.F. factor. Again, when thin slices of 
thyroid tissue were placed in buffer solution the thyro- 
globulin readily dissolved out, but little T.C.F. factor 
could be extracted unless the tissue was first homogenized, 
suggesting that the latter antigen was localized intra- 
cellularly. Serial centrifugation of thyroid extracts at 
various rates up to 60,000 g for one hour separated the 
two antigens, T.C.F. factor being found in the deposit and 
thyroglobulin in the supernatant fluid. 

Finally, thyrotoxic patients were given radioactive 
iodine (131) before thyroidectomy. After centrifugation. 
of extracts of these thyroid glands the supernatant con- 
tained only a little T.C.F. factor but most of the 131], 
which was precipitated by anti-thyroglobulin serum, 
whereas the deposit contained most of the T.C.F. factor 
and little 1311. It is concluded therefore that T.C.F. 
factor is distinct from thyroglobulin, and these experi- 
ments suggest that it is located intracellularly, possibly 
in the ‘* microsomal fraction’’, and does not contain 
iodine. M. C. Berenbaum 


335. Effect of Desiccated Thyroid in Lymphocytic 
(Hashimoto’s) Thyroiditis 

W. M. McConauey, L. B. Woo.iner, B. M. BLAcK, and 
F. R. Keatinc. Journal of Clinical Endocrinology and 
Metabolism [J. clin. Endocr.| 19, 45-52, Jan., 1959. 
2 figs., 11 refs. 


At the Mayo Clinic 97 patients with non-toxic goitre 
were given thyroid extract in a daily dosage of 1 to 3 gr. 
(65 to 195 mg.). Of 36 with proven lymphocytic thy- 
roiditis, this treatment resulted in disappearance of the 
goitre in 11, a significant reduction in size in 22, and little 
or no change in 3. The decrease in size was readily 
apparent in the 33 cases within 6 months of the start 
of treatment, some reduction being noted in 12 within 2 
to 3 months. Of 48 patients considered to have Hashi- 
moto’s disease the goitre disappeared in 28, became 
smaller in 16, and showed no change in 4. Improve- 
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ment was noted in some cases 2 weeks to 4 months after 
treatment began, and in all 44 within 6 months. There 
was no change in 6 out of 9 patients with adenomatous 
goitre; in 2 the nodules were unaffected but there was a 
decrease in the over-all size of the goitre, and in the 
remaining patient the size of the goitre was reduced by 
one-third. The goitre subsided in 3 patients with 
regenerative hyperplasia following thyroidectomy for 
thyrotoxicosis, but in one patient with colloid goitre 
there was no change after treatment with thyroid extract 
for nearly 3 months. 

The authors consider that the significant reduction in 
size of the goitre in these cases was due to inhibition of 
endogenous thyrotrophin by the thyroid extract. They 
suggest that Hashimoto’s disease may be related to an 
increased secretion of thyrotrophin. 

A. Gordon Beckett 


336. Struma Lymphomatosa (Hashimoto’s Thyroiditis) 
and Related Thyroidal Disorders 


L. B. WooLner, W. M. McConauey, and O. H. BEAurs. 
Journal of Clinical Endocrinology and Metabolism {J. 
clin. Endocr.| 19, 53-83, Jan., 1959. 12 figs., 8 refs. 


The clinical and histological features of 605 cases of 
Hashimoto’s thyroiditis seen at the Mayo Clinic over a 
27-year period are described in detail. Diffuse thyroi- 
ditis was present in 188 cases, which were divided into 4 
groups according to the dominant histological lesion: 
(1) epithelial destruction, 29 cases; (2) oxyphilic epi- 
thelium, 36 cases; (3) varied epithelial changes, 106 
cases; and (4) severe lymphoid infiltration, 17 cases. 
No difference was observed clinically between these 
four subgroups, which as a whole were considered to 
represent an advanced stage of the disease process. In 
9 of the 29 cases showing severe epithelial destruction 
some of the features of de Quervain’s granulomatous 
thyroiditis were observed, while in 12 of the 17 cases of 
lymphoid infiltration a localized lymphosarcoma was 
present. 

The characteristic lesion in 57 of the 605 cases was 
hyperplastic epithelium. Patients with this form of 
thyroiditis were younger than those in the other groups, 
mean age being 31 years. All except one were females. 
Few had symptoms associated with the goitre; only 6 
were myxoedematous, 2 had slight local pain and tender- 
ness, and 2 had dysphagia. 

In 360 cases in the series involvement was focal in 
character. While the authors consider that these are 
early cases of Hashimoto’s disease, they suggest that 
repeated histological studies are necessary to prove 
this. They state that “‘a variety of thyroidal states, 
either normal or pathologic, may be complicated by 
thyroiditis of this type. Clinical data in the cases 
in this series, however, suggest that certain conditions 
such as thyrotoxicosis and granulomatous thyroiditis 
are only infrequently the precursors of the fully advanced 
classic disease.” 

In 18 of the 605 cases thyroiditis was associated 
with carcinoma, the tumour being less than 1 cm. in 
diameter in 11. In 8 instances the carcinoma was de- 
tected only after careful re-examination of multiple 
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blocks of thyroid tissue. All the tumours were papillary 
and of low-grade malignancy. It is suggested that the 
significance of these small papillary carcinomata, which 
appear to be sctalbeaty common, requires further study. 
A. Gordon Beckett 


337. Treatment of Cancer of the Thyroid Postoperatively 
with Suppressive Thyroid Medication, Radioactive Iodine, 
and Thyroid-stimulating Hormone 

B. Catz, D. W. Petit, H. ScHwartz, F. Davis, C. 
McCammon, and P. Starr. Cancer [Cancer (Philad.)] 
12, 371-383, March-April, 1959. 6 figs., 14 refs. 


In a series of cases of cancer of the thyroid gland 
treated at the Los Angeles County Hospital (University 
of Southern California School of Medicine) all available 
thyroid tissue was first removed surgically, after which 
each patient received 10 units of pituitary thyroid-stimu- 
lating hormone (T.S.H.) intramuscularly daily for 5 to 7 
days in order to stimulate any residual thyroid tissue. 
A tracer dose of 2 mc. of radioactive iodine (1311) was 
then given and total body scanning carried out. If 
there was any evidence of uptake of 131I in the neck or in 
metastatic sites a therapeutic dose of 13!I (40 to 100 mc.) 
was given. The patient was then treated with either 
thyroid or L-thyroxine sodium in gradually increasing 
doses until a state of euthyroidism was achieved, as 
indicated by a high normal serum protein-bound iodine 
level, this state being maintained thereafter with a daily 
dose of 2 to 8 gr. (130 to 520 mg.) of thyroid or 0-4 
to 0-6 mg. of L-thyroxine sodium. The object of the 
thyroid administration was not only to prevent the 
development of a myxoedematous state, but also to 
block the endogenous production of T.S.H. and thus 
reduce its stimulating effect on malignant thyroid growth. 
Studies with 131] following a short course of T.S.H. were 
repeated periodically, and if there was any evidence of 
localization then therapeutic doses of the isotope were 
given. 

Of the 44 patients treated in this way and followed up 
for a period of 2 to 6 years, 26 were considered to be 
free of metastases after operation, although residual 
thyroid tissue was shown to be present; all these patients 
survived for the duration of follow-up. In 18 cases 
there was postoperative evidence of metastases in various 
parts of the body; of these patients 8 died, 4 of whom 
had tumours that failed to take up 1311. M. Sutton 


338. Iodide Measurements in Various Functional States 
of the Thyroid 

W. A. Remtty, K. G. Scott, G. L. SEARLE, and J. N. 
CastLe. Metabolism: Clinical and Experimental [Meta- 
bolism] 7, 699-702, Nov., 1958. 8 refs. 


Quantitative estimates of the metabolism of stable 
iodide were made in various functional thyroid states 
in human beings. [!31 measurements in blood, urine 
and thyroid, coupled with I'27 measurements in urine, 
have allowed us to calculate the uptake of [27 by the 
thyroid in pg. per 24 hours, the plasma inorganic [I!27, 
the total inorganic I!27 pool of the body, the theoretic 
space occupied by the iodide pool and the amounts of 
I!27 excreted in the urine. 
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Significant differences from euthyroid values in these 
various measurements were noted as follows: Hypo- 
thyroid patients as a group demonstrated low thyroid 
uptake of 1!27 and low urinary excretion of 1127. Hyper- 
thyroid patients had higher gland uptakes and pool and 


space values. Colloid goiter subjects showed low [127 


excretion. A separation of hypothyroid patients into 
‘nose with spontaneous, surgically induced and [13!- 
induced hypothyroidism showed the plasma levels, 
cland uptake and urinary excretion to be the lower in 
‘he spontaneous group. The pool sizes in both spon- 
taneous and [131-induced hypothyroidism were higher 
‘yan euthyroid values. Hyperthyroid patients accumu- 
‘ate more [127 for each per cent of [131 uptake than do 
yatients with the other clinical thyroid states. 

The values found for extrathyroidal space in all the 
‘unctional states studied were higher than those published 
-n the literature—[Authors’ summary.] 


-39. A Bibliography of Internal Medicine: Myxedema 
\. L. BLoomrieLp. Stanford Medical Bulletin [Stanf. 
ed. Bull.) 16, 207-217, Nov., 1958. 


PARATHYROID GLANDS 


340. Treatment of Chronic Hypoparathyroidism with 
Vrobenecid 

3. BEIDLEMAN. Metabolism: Clinical and Experimental 
| Metabolism] 7, 690-698, Nov., 1958. 4 figs., 35 refs. 


Since 1950 there have been several published reports 
indicating that administration of probenecid is the most 
effective treatment of hypoparathyroidism. With this 
drug the serum phosphorus concentration is reduced to 
near normal levels in 1 to 3 days and there is a slow rise 
in the serum calcium level in several weeks. 

In this paper from the Medical Center Clinic and 
Baptist, Sacred Heart, and Escambia General Hospitals, 
Pensacola, Florida, the results achieved with probenecid 
in 3 patients with hypoparathyroidism following thy- 


roidectomy and 2 patients with idiopathic hypopara-. 


thyroidism are reported. In all cases the symptomatic 
response and the results of laboratory tests were satis- 
factory. In one patient with symptoms of tetany after 
thyroidectomy the serum calcium level was 3 mg. per 
100 ml. and the serum phosphorus level was 6 mg. per 
100 ml. on admission. After treatment with probenecid 
(1 to 2 g. daily) and calcium gluconate by mouth the 
symptoms cleared up and the serum calcium and phos- 
phorus levels returned to normal. She has remained 
well for 4 years and 5 months. In another patient 
hypoparathyroidism following thyroidectomy was well 
controlled during pregnancy with probenecid and 
calcium by mouth. 

The author states that lowering of the serum phos- 
phorus level with probenecid relieves symptoms and 
signs of tetany before there is any perceptible rise in the 
serum calcium level. The parathyroid hormone prob- 
ably has two actions—mobilizing calcium from bone and 
inhibiting reabsorption of phosphorus from the glomeru- 
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lar filtrate, and so reducing the serum phosphorus level. 
Probenecid does not carry out the first of these functions 
of the parathyroid gland; it has no direct action on the 
serum calcium level, and when given in the treatment of 
hypoparathyroidism needs to be supplemented by large 
amounts of calcium. However, it does appear to have 
the same action on the kidney as the parathyroid hor- 
mone in bringing about a reduction in the serum phos- 
phorus level. Kenneth Stone 


341. Idiopathic Hypoparathyroidism and Pseudohypo- 
parathyroidism: Case Reports an¢ Revicw of the Litera- 
ture 
D. Bronsky, D. S. KusHNER, A. Dustin, and I. SNAPPER. 
Medicine [Medicine (Baltimore) 37, 317-352, Dec., 
1958. 5 figs., bibliography. 


342. The Syndrome of Brachymetacarpal Dwarfism 
Pseudo-pseudohypoparathyroidism ’’) With and Without 
Gonadal Dysgenesis 

J. J. VAN DER WERFF TEN BOSCH. Lancet [Lancet] 1, 
69-71, Jan. 10, 1959. 4 figs., 9 refs. 


The clinical features of 8 cases of pseudo-pseudohypo- 
parathyroidism seen at University Hospital, Leiden, 
are described. These consisted in short stature and 
brachydactylia due to shortness of the lateral metacarpal 
bones. There was no clinical evidence of tetany and 
serum levels of calcium and phosphorus were normal. 
Gonadal dysgenesis was present in 4 cases. Subcutane- 
ous calcinosis was found in some but not all of the 
patients. It is pointed out that the clinical features of 
pseudo-pseudohypoparathyroidism resemble those of 
pseudohypoparathyroidism except that in the former 
there are no chemical disturbances which cause tetany. 
The author considers that the two conditions are separate 
entities, and that the former condition would be better 
described as brachymetacarpal dwarfism (without tetany). 

J. Warwick Buckler 


PANCREAS 


343. Diabetogenic Effect of H: 
M. Somocyi. American Journal of Medicine [Amer. J. 
Med.] 26, 192-198, Feb., 1959. 2 figs., 22 refs. 


The author, at the Jewish Hospital of St. Louis, 
Missouri, has studied the diabetogenic effect of hyper- 
insulinism. After surgical removal of an insulin-secre- 
ting tumour, or even during hyperinsulinism before 
operation, a temporary diabetic state can occur, owing, 
the author believes, to the temporary ascendancy of the 
insulin-opposing secretions of the pituitary—adrenal 
system, stimulated by the hypoglycaemia. A similar 
phenomenon may occur when insulin is given for non- 
diabetic reasons. The author finds considerable evi- 
dence which does not support the usual explanation 
given—namely, suppression of endogenous insulin secre- 
tion by the insulin injected. The greater the excess of 
insulin and the longer the patient is exposed to its 
adverse effect, the greater is the diabetogenic effect. 

A. Gordon Beckett 
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344. Insulin Sensitivity in Organic Hyperinsulinism: 
Diagnosis of Insulinoma 

R. N. Monaco, G. E. ANDERSON, and M. KAULBACH. 
Metabolism: Clinical and Experimental [Metabolism] 8, 
49-60, Jan., 1959. 8 figs., 23 refs. 


At the Brooklyn Hospital, New York, the authors 
used a method of assessing insulin sensitivity in which 
changes in the blood sugar level were followed for 6 
minutes after intravenous administration of 3 units of 
glucagon-free insulin. The true blood glucose level was 
measured at 2, 4, and 6 minutes. A fall of 12 to 26% 
(mean +19+-7°%) within this period was considered to 
indicate normal insulin sensitivity. In 2 patients with 
insulin-producing tumours this fall in the blood sugar 
level was not observed and they were considered to be 
insulin-insensitive; however, after surgical excision of the 
tumours sensitivity to insulin returned to normal. In 
contrast, 2 patients with functional hypoglycaemia 
showed normal insulin sensitivity in response to this 
test. 

The authors suggest that chronic excess of insulin, 
whether endogenous or exogenous, leads to insulin 
insensitivity and that a diagnostic distinction can be 
made between organic and functional hypoglycaemia. 
They also suggest that this 6-minute test is a safe method 
of detecting insulin sensitivity in patients with pituitary 
or adrenal hypofunction, since it can be terminated 
rapidly. Studies to confirm the validity of these con- 
clusions are being carried out. Kenneth Gurling 


345. Exacerbation of Diabetes by Excess Insulin Action 
M. SomoGy!i. American Journal of Medicine [Amer. 
J. Med.) 26, 169-191, Feb., 1959. 3 figs., 31 refs. 


The author had previously observed that the blood 
sugar level and the degree of glycosuria in diabetic 
patients often fluctuated widely even when both the 
carbohydrate content of the diet and the insulin dosage 
were unchanged; in other words, the glucose: insulin 
ratio was subject to variation even when the ratio of 
dietary glucose to the amount of insulin injected was 
constant. He concluded that this was due to the hypo- 
glycaemia producing an effect on the pituitary—adrenal 
system, with release of hormones tending to raise the 
blood sugar level, such a mechanism continuing for a 
time after the hypoglycaemia had been corrected. In 
many cases this hyperglycaemia is treated by increasing 
the dose of administered insulin, thus creating a vicious 
circle. 

In this paper from the Jewish Hospital of St. Louis, 
Missouri, several cases are described in which this 
sequence of events occurred, the patient being labelled 
an unmanageable diabetic. Following administration 
of much smaller doses of insulin with immediate adequate 
treatment of hypoglycaemia by rapidly absorbed carbo- 
hydrate, the diabetes became much milder and easily 
controlled. After such treatment one patient, a mild 
diabetic, became completely unmanageable again when 
. the previous regimen was resumed. 

The author reviews the literature on the physiological 
processes underlying the diabetogenic effect of hypo- 
glycaemia, and concludes that when hypoglycaemia 


reaches a critical level, possibly before symptoms are 
experienced, adrenaline is liberated, which stimulates 
the production of adrenocorticotrophin and hence of 
the adrenocortical steroids, with subsequent deteriora- 
tion in the diabetes. A. Gordon Beckett 


346. The Influence of Ganglion-blocking Substances on 
the Reactivity of Rabbits to Insulin. (Bnusnue ranrnuo- 
BELIECTB HA PCAKTHBHOCTb KPOJIHKOB 
K HHCyJIHHy) 

I. A. DrZeveckasa. DxOoKpunonoeuu u 
Topmoxomepanuu [Probl. Endokr. Gormonoter.] 5, 8-16, 
Jan.—Feb., 1959. 8 refs. 


Three ganglion-blocking agents—‘“ gangleron ”’, “‘ di- 
colin’, and “ pentamin ” [all Russian preparations]— 
were tested in rabbits for their effect on the hypoglycaemic 
action of insulin and the hyperglycaemic action of adren- 
aline. The dosage per kg. body weight was gangleron 
5 mg., pentamin 6 mg., and dicolin 2 mg., it having been 
shown that these doses had no effect on the blood glucose 
level when the agents were given without insulin. 

An injection of 0-5 unit of insulin per kg. body weight 
produced a fall in the blood glucose concentration 
ranging from 35 to 71 mg. per 100 ml. If one of the 
above substances was injected subcutaneously 30 minutes 
before the insulin the hypoglycaemic effect of the latter 
was increased by 10 to 40°,—dicolin and pentamin being 
especially active in this respect; the maximum fall in 
the blood sugar level occurred 30 minutes after the 
injection of insulin. Previous injection of these gan- 
glion-blocking agents also enhanced the effect of adrena- 
line in a dose of 0-3 ml. of a 1:1,000 solution per kg. 
body weight, sometimes doubling the consequent rise 
in the blood glucose level after one hour. 

It was shown that ACTH (corticotrophin) given one 
hour after the insulin in a dose of 10 units restored the 
blood sugar level to normal in 4 hours; but this normal- 
izing effect of ACTH was inhibited if dicolin or penta- 
min had previously been administered. [Gangleron does 
not seem to have been used in this experiment.] The 
effect of these agents on the reactivity to insulin did not 
last more than 6 hours. L. Firman-Edwards 


347. Action of Oral Antidiabetic Drugs on Carbohydrate 
Metabolism of Isolated Rat Diaphragm 

O. J. RAFAELSEN. Metabolism: Clinical and Experi- 
mental [Metabolism] 8, 195-204, May, 1959. 49 refs. 


348. Quantitative Relationship between Insulin Dosage 
and Amount of Carbohydrates Utilized in Diabetic 
Persons 

M. Somocyr and H. V. GOLDWASSER. American 
Journal of Medicine [Amer. J. Med.| 26, 165-168, Feb., 
1959. 1 fig., 10 refs. 


It has long been known that the amount of glucose 


metabolized by insulin, or the glucose: insulin ratio, . 


varies widely in the same patient at different times and 
that many workers have reported differing values. The 


authors review the literature and describe an illustrative 


case. After re-examination of all the information 
available they conclude that the glucose: insulin ratio 
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increases or decreases as does the ratio of the amount of 
glucose in the diet to the amount of insulin given. As 
ihe latter ratio increases, the insulin produces a pro- 
gressively diminishing effect. A. Gordon Beckett 


249. The Effect of Insulin on Serum Lipoproteins of 
Diabetic Patients 

H. Srrisower, R. O. Weep, J. W. Gorman, B. 
STRISOWER, and O. F. DE LALLA. Journal of Clinical 
Endocrinology and Metabolism [J. clin. Endocr.] 18, 
‘418-1427, Dec., 1958. 11 refs. 


In this investigation, reported from the University of 
“alifornia, Berkeley, the serum lipoprotein and serum 
otal cholesterol levels were determined over a prolonged 
. eriod in 17 female diabetic patients in a mental hospital, 
‘he study being undertaken to compare the values found 
curing low insulin dosage, that is, during a hyper- 
-lycaemic but, clinically non-acidotic phase, with those 
‘ound during a phase of high insulin dosage, that is, 
vith full control of the diabetes. The results showed 
-tatistically highly significant increases in the Sr 0-12 
and S¢ 100-400 lipoprotein fractions as well as in the 
-therogenic index and serum cholesterol levels during 
‘he period of low insulin dosage. The mean increases 
in the S¢e 0-12 lipoprotein fractions and cholesterol 
.alues were markedly greater in the younger patients, 
«lthough the mean changes in blood sugar levels were 
:imilar in the two age groups (mean ages 48 and 71 years 
respectively). It is suggested that in long-term. treat- 
ment with insulin rigid rather than loose control of the 
diabetes, particularly in younger patients, will markedly 
lower the serious consequences of the atherogenic pro- 
cess and reduce the prevailing high mortality from 
coronary arterial disease in diabetic patients. 

F. W. Chattaway 


350. Absence of Intercapillary Glomerulosclerosis in the 
Diabetic Patient with Hemochromatosis 

P. LONERGAN and S. L. Ropsins. New England Journal 
of Medicine [New Engl. J. Med.| 260, 367-370, Feb. 19, 
1959. 16 refs. 


In an attempt to determine whether intercapillary 
glomerulosclerosis occurs in diabetes due to haemo- 
chromatosis the authors, at the Mallory Institute of 
Pathology, City Hospital, Boston, examined the records 
of 62 cases in which haemochromatosis was diagnosed at 
necropsy and the clinical data indicated the presence of 
diabetes. Lesions of intercapillary glomerulosclerosis 
were not found in any of the cases. Of the 62 patients 
(58 male and 4 female), 21 had had diabetes for more 
than 5 years. The authors point out that the reported 
incidence of the Kimmelstiel—Wilson lesion in diabetes 
mellitus of 5 years’ duration is in the range of 15%. 
The data available were insufficient for a comparison 
of the retinal changes and plasma mucopolysaccharide 
and lipid levels with those in patients with diabetes 
only. It is suggested that hyperglycaemia in haemo- 
chromatosis differs from diabetes mellitus in not pre- 
disposing to renal and vascular disease. 

I. McLean Baird 


ENDOCRINOLOGY 109 


351. A Follow-up Study of 514 Children of Diabetic 
Mothers. [In English] 

L. HaGBARD, I. OLow, and T. REINAND. Acta paedia- 
trica [Acta paediat. (Uppsala)| 48, 184-197, March, 1959. 
4 figs., 15 refs. 

The authors report from the Paediatric Clinic, Géte- 
borg, Sweden, a study of 514 children born to diabetic 
mothers, which was undertaken in order to assess the 
long-term prognosis for such children surviving the first 
week of life. At the time of the survey the average age 
of the 164 children born before the onset of diabetes in 
the mother Was 15 years, and of the 350 born after its 
onset it was 5 years. 

Of the 26 deaths in the series 22 occurred in the first 
year of life, and this number included 10 deaths attribu- 
table to infection, most of the infections occurring in 
premature babies. Birth injuries accounted for 4 deaths, 
** cyanotic attacks ’’ for one, and congenital malforma- 
tions for 6. Congenital malformations were found in 
12 of the 514 children, the main defect in 6 of these 
being in the heart. The mortality during the first year 
for the series was much higher than the general rate of 
infant mortality in Sweden, but, as the authors remark, 
the cases were collected over a relatively long period of 
time and in recent years mortality figures have much 
improved. Altogether 95°% of the children were alive 
and 92°% “‘ were quite healthy”. At the time of this 
report only one child aged 12 years had developed 
diabetes. 

It is concluded that the outlook for children of diabetic 
mothers does not differ greatly from that for children 
of healthy mothers, although more of them may develop 
diabetes later in life. F. P. Hudson 


352. Diabetes and Cancer 

E. P. Josuin, H. L. Lomparp, R. E. Burrows, and 
M. D. MANNING. New England Journal of Medicine 
[New Engl. J. Med.] 260, 486-488, March 5, 1959. 
12 refs. 


The incidence of cancer in diabetic patients was studied 
at the Joslin Clinic and New England Deaconess Hospi- 
tal, Boston, by comparing the observed number of 
patients in whom cancer developed in a diabetic popula- 
tion of 1,026 patients with the expected number estim- 
ated from the Massachusetts age- and sex-specific cancer 
morbidity rate. The male diabetics (510) were followed 
up for an average of 12-2 years and the females (516) 
for 12-7 years. In neither males nor females was there 
a significant difference between the observed and ex- 
pected incidence of cancer. Comparison of the distribu- 
tion of cancer by site in the diabetic patients with that 
in a series of non-diabetic patients dying from cancer 
also showed no significant differences. 

It is concluded that diabetes does not predispose to 
cancer. Gerald Sandler 


353. Assay of Thyroid Function in Diabetes Mellitus 
J. H. Fects, I. MESCHAN, and T. H. Oppie. Journal of 
Clinical Endocrinology and Metabolism [J. clin. Endocr. 
19, 330-333, March, 1959. 10 refs. 
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The Rheumatic Diseases 


RHEUMATIC FEVER 


354. Group A Beta Hemolytic Streptococci and Rheu- 
matic Fever in Miami, Florida: I. Bacteriologic Observa- 
tions from October 1954 through May 1955 

M. S. SASLAW and M. M. StreiTFELD. Diseases of the 
Chest [Dis. Chest] 35, 175-193, Feb., 1959. 3 figs., 
8 refs. 


As part of a study of the aetiological relationship 
between rheumatic fever and Group-A f-haemolytic 
streptococci the prevalence of these organisms in the 
throats of school-children in Miami, Florida, was 
investigated. The investigation was divided into two 
parts: (1) an intensive study of 333 children aged 6 to 9 
attending 3 different schools—representing a low-income 
white, a high-income white, and a mixed-income negro 
population respectively—who were examined at monthly 
intervals from October, 1954, to May, 1955; and (2) a 
concurrent survey carried out on 1,200 children of the 
same age group in 48 additional elementary schools 
throughout the same county area, one culture only 
being taken from each child and 150 being examined 
each month. 

The intensive study revealed that 44-79% of a monthly 
average of 304-6 children examined harboured Group-A 
organisms at least once during the period of study. The 
percentage of children harbouring the organism decreased 
slightly with age, was higher for girls (44-4°%%) than for 
boys (38-3°%%), and was much higher in the negro school 
(73-3%) than in the white schools (50-4 and 54-5%). 
Despite this last finding, however, the proportion of all 
cultures taken which yielded positive results was approxi- 
mately the same in all three schools. Ten different 
typable strains of Group-A f-haemolytic streptococci 
were isolated; Type 6 was the most common and 
occurred most frequently in March, April, and May. 
At no time were two different types isolated during the 
same period, though combinations of typable and non- 
typable organisms were encountered 4 times. 

In the wider survey the average and monthly isolation 
rates of Group-A organisms were similar to those in the 
first group, and the same variations with age and sex 
were noted, suggesting that the findings in these respects 
in the intensive study were representative of the area as 
a whole. But although B-haemolytic streptococci were 
recovered more commonly from negroes (31°%) than 
white children (22°%), Group-A organisms were more 
frequent among the white (159%) than the negro children 
(11-4%) in the second study. 

The authors observed that although at one time the 
isolation rates of Group-A Type-6 organisms rose in 
two classes to 33% and 50% respectively, there was: no 
noticeable alteration in the monthly absentee rate. The 
relationship between streptococcal isolation rates and 
respiratory illness is to be the subject of a further com- 
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munication, as also are various serological and immuno- 
logical observations and their relation to rheumatic 
fever and glomerulonephritis. The value of a duplicate 
plate technique in surveys of this kind is emphasized, 
cultures made on different media from pairs of swabs 
taken simultaneously in the present survey giving dis- 
crepant results in 40% of cases. D. M. Weir 


355. The Effect of Penicillin on Acute Rheumatic Fever 
and Valvular Heart Disease 

E. A. Mortimer, S. VAISMAN B., A. VIGNAU I., J. 
Guascu L., A. ScHusTer C., L. RAKITA, R. M. KRAUusE, 
R. Roserts, and C. H. RAMMELKAMP. New England 
Journal of Medicine [New Engl. J. Med.) 260, 101-112, 
Jan. 15, 1959. 7 figs., 22 refs. 


The experiment here reported from the University of 
Chile and Western Reserve University, Cleveland, Ohio, 
was designed to show whether or not the rapid elimina- 
tion of haemolytic streptococci from patients suffering 
from acute rheumatism would materially affect the acute 
course or the late results of the disease. All patients 
(97) admitted to three hospitals in Santiago between 
June and September, 1956, with symptoms of rheumatic 
fever were included in the study. They were divided 
into two main groups, one comprising patients experi- 
encing a first attack and one comprising those suffering 
a recurrence. Each main group was then subdivided 
into children and adults and each subgroup again 
according to whether the illness had been present for 
more or less than 14 days before admission. All the 
patients were kept in hospital for 42 days and regular 
detailed observations were made to determine progress 
[for details of these the original paper should be con- 
sulted], and all received aspirin for 14 days to control 
acute symptoms. In addition half the patients in each 
group, randomly selected (the treated group), received 
intensive penicillin therapy for 42 days, consisting of 
500,000 units of sodium penicillin 4-hourly for 10 days, 
600,000 units of procaine penicillin twice a day for the 
next 11 days, and 1-2 mega units of benzathene penicillin 
on the 22nd day. At the end of the 42 days all patients 
received 1:2 mega units of benzathene penicillin intra- 
muscularly, this being repeated every 5 to 6 weeks for 
10 to 14 months. At each subsequent visit the observa- 
tions were repeated and at the end of 12 months the 
cardiac status was evaluated. 

Detailed analyses of the results, which are discussed at 
length subgroup’ by subgroup, showed no significant 
difference in the acute course of the disease between 
patients receiving intensive penicillin therapy and those 


given no antibacterial therapy. However, at the end of © 


12 months, when those patients in whom there was 
evidence of antecedent cardiac valvular disease at the 
time of admission were excluded (27), comparison of 
the remaining patients showed that valvular disease of the 
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THE RHEUMATIC DISEASES 


heart was 24 times more frequent in the control group 
than in the treated group. It is suggested that the dis- 
parity between the effects of penicillin therapy on the 
acute manifestation of acute rheumatism and on the 
cardiac valvular lesions indicates that these two aspects 
of the disease may differ in pathogenesis, and that the 
valvular lesions may result from the presence and per- 
sistence of the haemolytic streptococci in the valves of 
the heart. 

[This paper was published simultaneously in Revista 
Médica de Chile.] C. Bruce Perry 
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356. Triamcinolone in Rheumatoid Arthritis 

C. E. Rosinson and H. S. Rosinson. Canadian Medical 
Association Journal [Canad. med. Ass. J.| 80, 245-247, 
Feb. 15, 1959. 2 refs. 


A total of 14 patients with rheumatoid arthritis or 
spondylitis have received triamcinolone therapy over 
oeriods of 2to 8 months. In this small series of patients, 
disturbing weight loss, progressive in some instances, 
occurred in 10 patients. It is apparent that, in addition 
to the well-known side effects of corticosteroids, new 
problems may occur with this steroid including such 
things as weight loss, headache, dizziness and fatigue. 
Some of the new side effects described may be sufficiently 
severe to preclude its use in long-term maintenance 
dosage.—[Authors’ summary.] 


357. A Preliminary Study of Iproniazid in Rheumatoid 
Arthritis 

H. Coxe, S. E. Furper, and H. Kerr-TAyLor. Rheu- 
matism [Rheumatism] 15, 2-9, Jan., 1959. 27 refs.. 


Two important features of rheumatoid arthritis are 
muscle weakness with wasting and the close relationship 
of the inception and course of the disease to psycho- 
logical stress. As iproniazid has been reported to have 
a beneficial effect on both these features the authors have 
carried out a preliminary trial with this drug at the Char- 
terhouse Rheumatism Clinic, London. Iproniazid in- 
hibits mono-amine oxidase enzyme systems. Serotonin, 
histamine, and noradrenaline are all mono-amine sub- 
stances and their breakdown is inhibited by iproniazid. 
It has also been shown in vitro that iproniazid diminishes 
the haemagglutination titre of the serum of patients with 
rheumatoid arthritis. 

The drug was given to 26 ambulant out-patients with 
rheumatoid arthritis accompanied by muscle wasting 
and mental depression in a dose of 150 mg. a day in three 
divided doses, aspirin and the vitamin-B complex being 
also given. In 11 cases, however, the patients were un- 
able to take the drug for longer than 2 weeks and showed 
symptoms of hyperexcitability of the nervous system, 
which passed off as soon as the drug was discontinued. 
The remaining 15 cases were observed for periods of 2 
months to one year. Any beneficial effect was noted 
within 10 days of taking the drug. . Such effect consisted 
mainly in a great improvement in the depressive state 
accompanying the disease, and in some cases gain in 
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weight and improved functional capacity. There was, 
however, no certain evidence of any effect of the drug 
on the disease process itself, but its beneficial effect in 
relieving the depression that so frequently accompanies 
rheumatoid arthritis makes the drug a useful one in 
certain selected cases. The average weight gain in 11 
of the patients was 1 lb. 8 oz. (680 g.) per patient per 
month. G. S. Crockett 
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358. Disseminated Lupus Erythematosus. Analysis of 
100 Cases Treated with Adrenocorticoids and Comparison: — 
with 25 Untreated Cases. (Lupus eritematoso generali- 
zado. Analisis de 100 casos tratados con corticoides 
suprarrenales y comparacién con 25 casos no tratados) 
J. Jat M., R. ARMAS CrUzZ, J. HARNECKER J., and F. 
GONZALEZ. Revista médica de Chile [Rev. méd. Chile] 
86, 717-732, Dec., 1958. 23 refs. 


In this study reported from the Hospital Salvador 
(University of Chile), Santiago, the clinical and labora- 
tory findings in 100 patients with disseminated lupus 
erythematosus treated with corticosteroids were com- 
pared with those in 25 “ untreated ” patients seen before 
1950. The groups were similar in regard to age at onset, 
and severity and mode of presentation of the disease. 
Between 1950 and 1955 cortisone, and from 1955 on- 
wards prednisolone, were the drugs most frequently 
employed. The initial dose was 200 to 500 mg. per day 
of cortisone or its equivalent, while the maintenance 
dose ranged from 6:25 to 175 mg. per day. (Chloro- 
quine and isohaemotherapy were also given in a number 
of cases.) Treatment was continued as long as practic- 
able, this period being less than one year in 52 cases, 
1 to2 years in 26, and 2 to 7 years in 22cases. Patients 
showing only fixed discoid lesions were observed without 
treatment, but all others with evidence of disease activity, 
that is, rash, fever, falling hair, blood changes, and a 
positive result in the L.E.-cell test, were treated in the | 
hope of preventing the development of irreversible 
changes, such as nephrosis. 

Of the 100 treated cases 55 developed some degree of 
Cushing’s syndrome; dyspepsia occurred in 27, but was 
controlled by changes of diet or dose or by alkalis; 3 
patients suffered from peptic ulcer, which was fatal in 2; 
hypertension developed in 22 patients, but could usually 
be controlled with hypotensive drugs; heart failure was 
a complication in 12 cases, and in 3 of them treatment 
had to be stopped; 10 patients developed epilepsy, which 
in 4 cases was related to steroid treatment and responded 
to reduction of the dosage or withdrawal; while 6 
patients suffered from meningeal or miliary tuberculosis, 
demonstrated at necropsy in 5. Only one patient 
developed uncontrollable pyogenic infection attributable 
to the corticosteroids. Adrenal crises were not observed. 
Osteoporosis and pathological fractures occurred, but the 
exact incidence was not known since these complications 
had not been systematically looked for. In the few 
patients who became pregnant the doses of cortico- 
steroids were reduced and no ill effects on the mother 
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or foetus were seen. Of the 25 untreated patients 21 
died; the mean survival period being 11-8 months from 
onset of disease; the other 4 were not traced, but were 
presumed to be dead. In contrast, the over-all mortality 
in the treated group was 50° and the mean survival 
time 30-9 months from onset among those who died. 
Comparison of various groups showed that survival was 
related to the promptitude in starting treatment and to 
its adequacy. 

The authors reaffirm the especially bad outlook in 
this disease for patients with the nephrotic syndrome or 
nitrogen retention, or in cases with severe onset. They 
stress the need for constant supervision, both in hospital 
and after discharge, and for measures to ensure prompt 
‘readmission and treatment for complications. They 
conclude that in conjunction with general medical care, 
the advent of corticosteroids has considerably improved 
the prognosis in disseminated lupus erythematosus. 
Allan St. J. Dixon 


359. Lupoid Hepatitis and the Hepatic Lesions of 
Systemic Lupus Erythematosus 

I. R. Mackay, L. I. Tart, and D. C. Cow.inc. Lancet 
[Lancet] 1, 65-69, Jan. 10, 1959. 2 figs., 19 refs. 


The authors report from the Royal Melbourne Hos- 
pital, Victoria, Australia, the findings in 14 patients with 
lupoid hepatitis, this term being used to describe the 
condition in which patients with chronic hepatitis and 
cirrhosis also show a positive result in the lupus erythema- 
tosus (L.E.) cell test; 9 of the 10 female patients and 2 
of the 4 males were below the age of 40. In 5 cases the 
initial illness resembled acute infective hepatitis, while 
2 patients had chronic nutritional hepatitis due to alco- 
holism; in the remaining 7 the jaundice developed in- 
sidiously and without apparent cause. 

The hepatitis was unusually severe and progressive, 
with recurrent exacerbations of jaundice and sometimes 
episodes of hepatic failure. The liver and spleen were 
enlarged. Liver function tests were ‘‘ profoundly dis- 
turbed ”’, and the erythrocyte sedimentation rate (Wester- 
gren) was increased. The serum y-globulin level was 
usually above 2 g. per 100 ml., a finding in itself sug- 
gestive of an immunological disorder. The plasma 
oxalacetic glutamic transaminase level was raised in 8 
out of 9 patients tested, indicating the presence of liver- 
cell necrosis. Other systemic manifestations included 
joint pains (7 cases), rashes (4), renal lesions (3), ulcera- 
tive colitis (3), pleural effusion (2), and haemolytic 
anaemia, lymphadenopathy, myocarditis, and thrombo- 
cytopenia in one case each. The L.E.-cell test usually 
gave a weakly positive result; in 8 cases the test result 
was positive only once, but in the remaining 6 it was 
positive on several occasions, and in one case repeatedly. 
The auto-immune complement-fixation reaction was 
positive in 9 out of 10 patients tested. Of 11 patients 
treated with cortisone 4 responded immediately, one had 
a moderate remission, 4 showed slight and sometimes 
transient improvement, but 2 showed no improvement. 
Liver biopsy was performed in 12 cases and necropsy 
in the 8 fatal cases; the liver invariably showed both 
macroscopically and microscopically the characteristic 
appearances of active chronic hepatitis. 
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. destruction (autoclasia) of host tissues. 


The incidence of histological lesions in the liver was 
assessed in a further 19 patients with systemic lupus 
erythematosus. In 9 of these the liver was enlarged, 
while minor liver changes were found in 11 patients, 
but in most cases were insufficient to give rise to clinical 
or biochemical manifestation. Typical chronic hepatitis 
was present in 2 of these patients. 

In discussion the authors state that lupoid hepatitis 
differs from classic systemic lupus erythematosus in that 
hepatic disease is the initial feature and is dominant 
throughout, but overlapping features in both groups 
suggest a similar pathogenesis, possibly mediated through 
abnormal immunological responsiveness with auto- 
It is suggested 
that a closer study of cases of lupoid hepatitis ‘* may 
provide clues as to why active chronic hepatitis pursues 
its relentless course ”’. J. Warwick Buckler 


360. Treatment of Scleroderma 

C. J. D. ZaARAFoneTis. Annals of Internal Medicine 
[Ann. intern. Med.] 50, 343-365, Feb., 1959. 9 figs., 
10 refs. 


The results of prolonged administration of potassium 
para-aminobenzoate in the treatment of 72 patients with 
scleroderma are reported in this paper from the Temple 
University Medical Center, Philadelphia. The drug 
was given in capsules or in a solution to a total daily 
dosage of 12 g. in adults and 1 g. per 10 lb. (4-5 kg.) body 
weight in children. There was marked improvement in 
24 out of 60 patients treated for more than 3 months. 
The skin gradually became soft and freely movable over 
the subcutaneous structures. At the same time the 
patient gained weight and began to experience a sense 
of well-being. In 34 patients the improvement was 
moderate, and in 2 “* none to slight ”’. 

The author states that potassium para-aminobenzoate 
is less likely to give rise to anorexia or nausea than the 
crystalline acid or the sodium salt. Treatment is inter- 
rupted if anorexia or nausea supervenes, because hypo- 
glycaemia may develop. when the drug is taken during a 
period of inadequate food intake. The mode of action 
of para-aminobenzoate in scleroderma is not known, 
but it is suggested that the drug increases the amount of 
tissue oxygen. The activity of mono-amino oxidase is 
enhanced thereby and regression of fibrosis ensues. 

In addition to administration of para-aminobenzoate, 
various forms of physiotherapy were found to be of 
value. For example, dynamic traction splints helped to 
minimize contractures of the fingers, and deep-breathing 
exercises promoted expansion of the chest in cases of 
relative rigidity of the thoracic cage. Finally, “ ure- 
choline” was effective in patients complaining of dys- 
phagia, a 5- or 10-mg. tablet being crushed and swal- 
lowed 30 minutes before meals. A. Garland 


361. A Consideration of the So-called Collagen or 
Systemic Connective Tissue Diseases. [Review Article] 
L. H. Criep. International Archives of Allergy and 
Applied Immunology [Int. Arch. Allergy] 14, 27-74, 
1959. 


14 figs., bibliography. ' 


Q 


~~ 


36 
tiv 
| M 
ro 
| th 
G 
th 
th 
dr 
: 
al 
th 
i al 
tk 
tl 
tl 
| 


362. Clinical Significance of 14 and 6 Per Second Posi- 
tive Spike Complexes 

Cc. M. Poser and D. K. ZreGter. Neurology [Neurology 
‘Minneap.)| 8, 903-912, Dec., 1958. 6 figs., 6 refs. 


In this paper from the University of Kansas School of 
Medicine, Kansas City, the occurrence of 14- and 6-per- 
second positive spike complexes in a series of 2,209 
routine electroencephalograms (EEGs) is correlated with 
the clinical findings. A standard 8-channel ink-writing 
Grass machine was used, with monopolar leads and 
the electrode placement employed by Gibbs and Gibbs 
(Neurology (Minneap.), 1951, 1, 136) in demonstrating 
this pattern. Records were taken during natural or 
drug-induced sleep, and when possible also with the 
patient awake and after lengthy hyperventilation. The 
patients’ ages were distributed over the entire life span, 
and their presenting complaints included “‘ a variety of 
ihe ailments frequently encountered in a general hospital 
and its outpatient service, including the pediatric and 
psychiatric sections ”’. 

Positive spike complexes were seen in 6-4°% of all 
records and in 10-5°% of abnormal or borderline records, 
the peak incidence being in the records from patients 
aged 11 to 20 years. They were without definite pattern 
and the other details varied; but they were always seen 
when the patient was asleep and in the tracing from the 
nose reference lead. In only 2 cases were they observed 
when the patient was awake. Other abnormalities were 
also present, singly or in combination, in more than half 
the cases. The clinical manifestations associated with 
these findings fell into four main groups: (1) clinical 
convulsions (definite history of a grand-mal or psycho- 
motor convulsion) in 58 cases; (2) a wide variety of 
epileptic equivalents (periodic autonomic or viscero- 
motor discharges, migraine, or psychiatric or behaviour 


_ disturbances without epileptiform disorder) in 55 cases; 


and (3) a variety of non-epileptiform cerebral manifesta- 
tions or manifestations of some possible, but not clinic- 
ally apparent, cerebral condition in 23 cases. Classified 
on an aetiological basis the 136 patients (142 EEGs) 
were divided into four categories: (1) in 27 cases there 
was evidence of organic damage of the central nervous 
system; (2) in 20 cases there was a history of head 
trauma; (3) in 12 cases there was some systemic disease 
such as diabetes, hyperthyroidism, hepatic coma, phenyl- 
ketonuria, or congenital heart disease; (4) in 77 cases 
“the etiology of diseases represented could not be 
detected from the physicians’ histories ”’. 

The authors conclude that this pattern is most fre- 
quently found in the EEG of children and adolescents 
with histories suggestive of autonomic or visceral mani- 
festations, headache, or behaviour disturbances. In their 
opinion it indicates the presence of an epileptiform dis- 
order which should be treated with anticonvulsants. 

J. L. Standen 
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363. The Mechanism of the Pain in Trigeminal Neuralgia 
E. KUGELBERG and U. LinpBLom. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.] 22, 36-43, Feb., 1959. 9 figs., 23 refs. 


The relationship between attacks of pain in paroxysmal 
trigeminal neuralgia and stimuli applied to the skin 
trigger zone was studied in 50 patients at the Karolinska 
Institute, Serafimerlasarettet, Stockholm. The required 
stimulus was touch and possibly tickle, rather than pain 
or temperature. In most cases a spatial summation of 
afferent stimuli was necessary and in many cases also a 
temporal summation, sometimes amounting to 15 to 
30 seconds when the stimulus was weak. An attack of 
pain was followed by a refractory period of 2 to 3 min- 
utes, and if an attack could be precipitated during this 
refractory period it was usually short. Administration 
of anti-epileptic drugs, including lidocaine (lignocaine) 
intravenously and phenytoin by mouth, raised the attack 
threshold and also shortened the duration of an attack 
by diminishing its tendency to self-maintenance. 

It is concluded that the mechanism responsible for the 
paroxysmal pain is situated centrally, probably in brain- 
stem structures related to the spinal nucleus of the 
trigeminal nerve. J. W. Aldren Turner 


364. Leucotomy for Pain 

A. ELITHORN, E. GLITHERO, and E. SLATER. Journal of 
Neurology, Neurosurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.) 21, 249-261, Nov., 1958. 1 fig., 
30 refs. 


Twenty-five patients treated for intractable pain by 
leucotomy-type operations [at the National Hospital, 
Queen Square, London] have been followed up for be- 
tween 18 and 78 months. The results of the operations 
were assessed by the patient, by the relative most con- 
cerned, clinically, and with a rating scale designed to 
evaluate social adjustment. . 

Clinical evaluation suggested that 17 of the 25 patients 
had been clearly helped by the operation. Twenty 
(80%%) showed an overall gain on the social rating. 
However, only 8 (35°%) of 23 patients and 8 (38°) of 21 
relatives thought that the operation had been worth 
while. (In a larger series of leucotomies undertaken 
primarily for psychiatric reasons, 75°% of 80 patients and 
89% of 72 relatives thought the operation had been 
helpful.) It is concluded that the tendency for patients 
and relatives to be dissatisfied with a leucotomy for pain 
is related to the observation that although most patients 
admitted to some improvement in their symptoms, only 
5 thought that their pains were less intense. 

With regard to the type of operation used, the patients, 
the relatives, and the clinical assessment all reported 
more favourable results with “‘ extensive’ operations 
than with “ limited’ ones. Incontrast, patients who had 
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“* limited ” operations tended to show bigger gains on the 
social rating scales. This discrepancy is related to the 
fact that while more extensive operations tend to pro- 
duce greater relief from suffering, they are also more 
likely to lead to socially crippling defects of personality. 
The results of the present study support the following 
conclusions: Operations on the frontal lobes—unless 
they are very extensive—do not impair the subject’s 
ability to perceive and react appropriately to a painful 
stimulus, but produce relief by impairing his ability to 
elaborate a persisting attitude or mood. 

The probability that leucotomy will provide relief for 
a patient suffering from intractable pain depends first 
on the severity of the painful sensations and secondly 
on the nature of the psychological reaction. Where the 
pain is not severe and the psychological reaction is 
largely a depressive or anxious preoccupation with symp- 
toms, the prospects of some degree of relief are high. 
If pain is severe and frequent, little permanent relief is 
to be expected. Where hysterical tendencies are present, 
these may be increased, but since the anxiety which pro- 
vokes the hysterical symptoms may be reduced, the total 
change is often a gain in social adaptation. Operations 
on the frontal lobe are an unsatisfactory treatment for 
intractable pain, but if pain cannot be alleviated by other 
means then in carefully selected cases leucotomy-type 
operations may produce both relief from suffering and 
an improved social adjustment.—[Authors’ summary.] 


365. The Glucose Uptake of the Brain and Its Dependence 
on the Liver. (Der Glucoseverbrauch des Gehirns und 
seine Abhangigkeit von der Leber) 

F. ErsstOu, A. BERNSMEIER, and H. R. HILLESHEIM. 
Archiv fiir Psychiatrie und Nervenkrankheiten [Arch. 
Psychiat. Nervenkr.| 196, 611-626, 1958. 2 figs., 42 refs. 


At the Second Medical Clinic of the University of 
Munich the authors have investigated the uptake of 
glucose by the brain in healthy subjects and patients 
with hepatic and other diseases. Blood was taken from 
the femoral artery and internal jugular vein for deter- 
mination of the arterio-venous difference in glucose 
content, and the rate of cerebral blood flow was mea- 
sured by the Kety-Schmidt method. In 25 healthy 
subjects the average uptake was 5-6+ 1:26 mg. of glucose 
per 100 g. of cerebral tissue in one minute. Determina- 
tions on 7 hypoglycaemic and 6 hyperglycaemic subjects 
showed that variations in the blood sugar level between 
56 and 251 mg. per 100 ml. caused no appreciable change 
in the cerebral glucose uptake, which appears to remain 
constant unless the oxidative processes of the brain are 
interfered with by toxaemia, as in diabetic coma, or by 
starvation of glucose, as in hypoglycaemic coma. In 5 
cases of acute hepatitis without neurological complica- 
tions and 10 cases of chronic hepatitis or cirrhosis with- 
out cerebral symptoms the uptake by the brain of both 
oxygen and glucose was normal. In 5 cases of hepatic 
precoma, however, glucose uptake was reduced to 1-8 
to 4:3 (average 3-2) mg. per 100 g. per minute, although 
oxygen uptake remained near the normal level. Similar 
observations were made in cases of Wilson’s disease, 
Wernicke’s encephalopathy and other conditions, demon- 
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strating that the brain can use substances other than glu- 
cose for combustion in an emergency. The relation of 
disturbance of consciousness to the uptake of glucose 
and oxygen is complicated and not fully understood. 

W. Mayer-Gross 


366. Contribution to the Problem of Amnestic Aphasia. 
(Beitrag zur Frage der amnestischen Aphasie) 

R. AHRENS. Archiv fiir Psychiatrie und Nervenkrank- 
heiten [Arch. Psychiat. Nervenkr.| 197, 648-668, 1958. 
1 fig., 26 refs. 

From observations made on a group of 8 aphasic 
patients, of whom 4 exhibited amnestic, 3 sensory, and 
one central aphasia (Leitungsaphasie) the author con- 
cludes that amnestic aphasia is an independent, self- 
contained form of speech disturbance. He considers 
sensory and central aphasia to be essentially the same, 
forming a marked contrast to the amnestic form. The 
latter is a disturbance of a more general nature which may 
be caused by any lesion of the speech area. In all the 
8 cases investigated abnormalities in addition to those of 
speech proper were found; these abnormalities could be 
described as disturbances of the route between thinking 
and speaking. 

[This article is remarkable for its original and inde- 
pendent approach to a topic about which almost nothing 
new has been written for the past 20 years.] 

W. Mayer-Gross 


367. Anatomical Studies of the Circle of Willis in Normal 
Brain 

B. J. Acpers, R. G. Berry, and R. M. Pappison. 
A.M.A. Archives of Neurology and Psychiatry [A.M.A. 
Arch. Neurol. Psychiat.] 81, 409-418, April, 1959, 
9 figs., 29 refs. 

The circle of Willis is analyzed in a selected series of 
350 normal brains, with the following findings: (1) A 
normal configuration of the polygon occurred in 52:3%. 
(2) A truly incomplete circle unquestionably devoid of 
artifacts occurred in only two circles, in both of which 
the left posterior communicating artery was absent. 
(3) The most frequent anomaly was a filiform, or string- 
like caliber of one of the component vessels, in 27-4°% 
of the circles. This was most frequently present in one 
or both posterior communicating arteries. (4) There was 
a duplication of vessels in 18-9°% of the circles examined. 
The anterior portion of the circle was the favorite site 
of such accessory vessels, and the anterior communicating 
artery was most frequently involved. In 8° of the circles 
there was a midline persistent corpus callosal branch. 
(5) The embryonic origin of the posterior cerebral artery 
from the internal carotid artery persisted in 146% of 
the circles.: (6) The anomalies were multiple in 13-4°% 
of the series.—[Authors’ summary.] 


368. The Sella in Health and Disease: the Value of the 
Radiographic Study of the Sella Turcica in the Morbid 
Anatomical and Topographic Diagnosis of Intracranial 
Tumours. [Monograph] 

M. Et SayepD British Journal of Radiology 
[Brit. J. Radiol.) Suppl. 8, 1-100, 1958. 120 figs., 
bibliography. 
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369. Isotope Transfer Test in the Diagnosis and Treat- 
ment of Hydrocephalus 

k. L. Bett. International Journal of Applied Radiation 
and Isotopes (Int. J. appl. Radiat.] 5, 89-93, March, 1959. 
7 figs., 1 ref. 


In the author’s experience serum albumin labelled with. 


radioactive iodine (1311) is an innocuous substance when 
injected into the cerebrospinal fluid (C.S.F.). Since it 
is of high mobility it can be used, by manipulation of the 
patient’s head after its injection, to reveal the site of a 
block in the C.S.F. pathways, particularly if such a block 
is between the outlets of the fourth ventricle and the 
cerebral subarachnoid space. 

At Kings County Hospital, Brooklyn, New York, 30 
ratients with clinical evidence of hydrocephalus were 
‘vestigated by injecting 100 jxc. of the labelled albumin 
iato one of the lateral ventricles. The patient was im- 
inediately placed in the upright position for several 
:ainutes and counts of radioactivity in the C.S.F. path- 
way were then carried out with a special probe at one- 
riinute intervals, starting at the anterior fontanelle and 
working backwards along the sagittal plane of the head 
vad the spine. The results when plotted against the 
inverse square of the distance from the starting point 
gave curves of different types, which are said to be charac- 
teristic of patency, or of blockage at different sites, of the 
foramina of exit of C.S.F. from the fourth ventricle. 
The method, referred to as the “ isotope transfer test ”’, 
vas also useful in locating blocks in the shunting tubes 
in the 10 cases in which ventriculo-peritoneal shunt was 
performed. John Lorber 


270. A Clinical and Radiological Correlation of the 
lesions Produced by Chemopallidectomy and Thalamec- 
tomy 

CG. J. Bravo and I. S. Cooper. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.| 22, 1-10, Feb., 1959. 10 figs., 8 refs. 


In this paper from St. Barnabas Hospital for Chronic 
Diseases, New York, the clinical results of 360 intra- 
cerebral lesions produced in 300 patients treated surgic- 
ally for the relief of Parkinson’s disease are reviewed. 
They form part of a total of more than 800 operations 
upon the basal ganglia performed by the senior author 
(Cooper) since 1952. The cases included in this review 
were operated upon by the “ balloon-cannula” tech- 
nique, the target being the globus pallidus and/or the 
thalamus. In this procedure a brain cannula is inserted 
after careful neuro-radiological studies (related to the 
foramen of Munro and the pineal gland) so that the tip 
is estimated to lie either in the medial part of the globus 
pallidus or the ventro-lateral nucleus of the thalamus. 
Distension of the balloon at the tip of the cannula allows 
testing of the result of a temporary lesion before the in- 
jection of alcohol and additionally, by creating a small 
cavity, facilitates the production of a well-circumscribed 
lesion by the alcohol, thus lessening the danger of 
destructive tracking through the brain. In many cases 
the contrast medium ‘“‘ myodil”? was mixed with the 
alcohol to provide radiological confirmation of the site 
of the lesion. 
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The most constant and complete relief of both alter- 
nating tremor and rigidity was obtained from a lesion 
produced in the ventro-medial nucleus of the thalamus. 
No abnormal sensory, motor, intellectual, or psycho- 
logical abnormalities were observed in patients subjected 
to such a lesion. The authors conclude that this type 
of lesion will relieve both the tremor and rigidity of 
Parkinson’s disease. Deeper lesions involving the 
cerebellar pathways to the ventro-lateral nucleus of the 
thalamus also alleviate to some degree Parkinsonism 
tremor and rigidity. Lesions of the medial nucleus of 
the globus pallidus, the efferent pallido-thalamic fibres, 
and the antero-ventral nucleus of the thalamus provide 
good relief of rigidity, but less consistent relief of tremor. 
However, in some such cases tremor incompletely re- 
lieved initially by such a pallidal lesion does gradually 
disappear in 2 to 3 months. 

Neurological complications such as hemiplegia, hemi- 
algesia, or chorio-athetotic movements are considered by 
the authors to occur only in a predictable manner, that is, 
in terms of the radiological misplacing of the lesion. 

J. V. Crawford 


EPILEPSY 


371. The Diagnostic Problem. Epilepsy of Late Onset 
R. B. Raynor, R. S. Paine, and E. A. CARMICHAEL. 
Neurology [Neurology (Minneap.)| 9, 111-117, Feb., 
1959. 12 refs. 


The authors have followed up 141 of the 151 patients 
seen at the National Hospital, Queen Square, London, in 
the period 1945-54 who developed epilepsy after the 
age of 20, the age range being 20 to 70; all patients who 
had a history of febrile convulsions in infancy or were 
thought to have post-traumatic epilepsy were excluded 
from the study. 

Of the 141 patients 16 had a supratentorial intracranial 
tumour, while the remaining 125 apparently had no cere- 
bral tumour. In 13 of the former the diagnosis of 
tumour was made at first admission, but in 3 cases not 
until 9, 12, and 36 months later respectively; in 2 of 
these cases the delay was due to the finding of a normal 
encephalogram initially, and in the 3rd to a negative 
finding in the biopsy specimen taken at the site suggested 
by the encephalogram. Of the others, 56 are believed 
not to have a cerebral tumour because of the absence of 
deterioration during a 3-year follow-up after showing a 
normal encephalogram or arteriogram, and a further 20 
because no signs of adverse development had appeared 
during a 15-year follow-up. It is noted that only 2 patients 
with tumour did not present abnormal physical signs 
when first seen. At first examination 28 of the patients 
showed abnormal neurological signs, 14 (50%) of these 
being among the 16 with a tumour. Focal seizures 
occurred in 23 patients, of whom 8 were among those 
with atumour. Of the 125 patients without tumour the 
electroencephalogram (EEG) was normal in 46, showed 
non-focal abnormality in 58, and focal abnormality in 
21; the latter finding was noted in the EEG of 8 of the 
14 patients with tumour so examined, while the recording 
showed non-focal abnormality in 4 and was normal in 2. 
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It is concluded that epilepsy beginning after the age of 
20 is statistically less likely to be due to cerebral tumour 
than has previously been claimed, the 16 out of the 141 
cases in this series representing an incidence of 11-3°%. 
Even though, as is possible, a tumour may yet be recog- 
nized in a few additional cases the incidence would not 
be greatly affected. N. S. Alcock 


372. Petit Mal Epilepsy and Cortical Epileptogenic 
Foci 
N.Gorpon. Electroencephalography and Clinical Neuro- 
physiology [Electroenceph. clin. Neurophysiol.) 11, 151- 
153, Feb., 1959. 1 fig., 8 refs. 


From St. Mary’s Hospital, London, the author reports 
the case of a man of 20 who had suffered a moderately 
severe head injury at the age of 12. Two years later he 
began to suffer from attacks of brief impairment of 
consciousness and dreaminess, and subsequently in these 
attacks a clear-cut déjd vu sensation was experienced. 
At the age of 18 he began to suffer from major seizures. 
Several electroencephalographic recordings were made. 
In one there was a series of generalized paroxysms 
of regular spike-and-wave discharges at 3 per second, 
while in another repetitive, irregular spike-and-wave 
discharges varying in frequency from 3 to 2 per second 
were observed, but were again generalized. In yet 
another record, however, a prolonged outburst of focal 
spike-and-wave activity was observed to arise in the left 
anterior temporal region. The author postulates that 
in this case the head injury probably resulted in a dien- 
cephalic lesion which on occasion was responsible for 
generalized epileptic discharge of petit-mal type, while 
at other times the discharge spread only to a localized 
area of temporal cortex, resulting in déjd vu sensations. 
He suggests that there is evidence that epileptic discharges 
may radiate in a system of neurones linking the para- 
sagittal regions of the cortex, the temporal lobes, and 
the diencephalon, and that diencephalic discharges may 
sometimes be generalized, but on other occasions may 
recruit specific cortical areas, giving clinical features 
suggestive of a focal cortical abnormality. 

John N. Walton 


373. Ethoxzolamide—a New Anticonvulsant 
S. SoLomMon and A. Hirano. Neurology [Neurology 
(Minneap.)} 9, 167-170, March, 1959. 3 figs., 6 refs. 


The authors, from Montefiore Hospital, New York 
City, present a preliminary report of the results obtained 
with “‘ ethoxzolamide ”, a carbonic anhydrase inhibitor 
with about twice the potency of acetazolamide, in 19 
patients with epilepsy which was inadequately controlled 
in spite of treatment with nearly all the commercially 
available anticonvulsants. Ethoxzolamide was added to 
the basic medication, which was continued, and the 
average frequency of seizures over the year before the 
trial was compared with that during the trial period, 
which lasted 6 to 17 months. The average daily dose of 
ethoxzolamide was 375 mg. 

There was excellent control (not more than one attack 
a day) in 4 out of 5 patients with petit mal; the remain- 
ing patient was not improved. Of 7 patients with grand 


mal complete control (cessation of seizures) was achieved 
in 5, in one the seizure frequency was reduced by a half, 
and in one there was no response. Of 7 patients suffer- 
ing from psychomotor epilepsy there was complete con- 
trol of seizures in one, the frequency of seizures was 
reduced by a half in 3, while in 3 the response was insigni- 
ficant. Side-effects of the drug included dizziness, drow- 
siness, and headaches. No significant changes were 
observed in the blood picture or in the urine. 

The authors conclude that ethoxzolamide is a valuable 
addition to the “‘ growing number of anticonvulsants ”’. 

J. B. Stanton 


CEREBRAL VASCULAR DISORDERS 
374. Further Observations on Subarachnoid Haemor- 


rhage 

W. McKissock, K. Paine, and L. Journal of 
Neurology, Neurosurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.] 21, 239-248, Nov., 1958. 4 refs. 


Three years ago two of the authors (McKissock and 
Walsh, Brit. med. J., 1956, 2, 559; Abstr. Wid Med., 
1957, 21, 49) reported a series of 141 cases of sub- 
arachnoid haemorrhage due to ruptured intracranial 
aneurysm which were treated surgically and in which the 
mortality was 33°%, thus contrasting with a previously 
generally accepted mortality of 45 to 50°% for such cases 
treated conservatively. This further paper from St. 
George’s Hospital, London, deals mainly with 261 
additional patients shown to have suffered rupture of an 
intracranial aneurysm. One point early established in 
the study was the better prognosis in patients with un- 
explained subarachnoid haemorrhage and in whom 
angiography gave a negative result. Thus of 118 such 
cases (representing 26% of the 455 patients with sub- 
arachnoid haemorrhage admitted to the neurosurgical 
department during the period April, 1954, to June, 1956) 
83 were followed up for periods of 6 months to 3 years, 
and among these there were only 12 deaths, a mortality 
of 14%. During the period mentioned the tendency 
was one of ever-increasing recourse to surgery whenever 
the aneurysm appeared to be amenable to such treatment. 
Reasons for withholding surgery, apart from death of 
the patient before completion of investigation, were: 
(1) the inability of the patient to withstand digital com- 
pression of the carotid artery in the neck for 10 minutes; 
(2) failure to demonstrate the lesion by angiography; 
(3) the presence of an unsatisfactory cross-circulation 
revealed by angiography; and (4) a state of akinetic 
mutism. Surgery was not normally withheld because of 
the poor general condition of the patient, and in fact 
many patients were in extremis when operation was 
performed. 

The patients were classified in three categories: (A) 


those in danger of immediate death, or admitted in coma . 


or semiconscious with severe neuroiogical signs; (B) 
those seen within 8 weeks of the haemorrhage, from 
which many had by then partly or completely recovered; 
and (C) those who had recovered, but were not seen 
until 8 weeks or more after the haemorrhage. Of the 
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104 patients in Category A, 41 were untreated, and of these 
36 died, a mortality of 88°%; however, if those excluded 
by the contraindications to operation described above 
were Omitted the mortality was 72%. The remaining 
63 patients in Category A were operated upon, with a 
mortality of 64% (40 deaths). The difference in results 


between these two subgroups is not statistically signifi- 


cont. Of the 149 patients in Category B, 39 were un- 
treated and suffered a mortality of 44°% (17 deaths). If, 
however, those patients in whom angiography was not 
performed or gave a negative result are excluded, the 
rortality falls to 28%. Among the 110 patients treated 
s_.rgically the mortality was 25°, so that again the differ- 
e°ce was insignificant. In Category C there were only 
* patients, of whom 5 were untreated and 3 were operated 
01; there were no deaths in this group. 

The authors conclude that at the present time there is 
ro conclusive evidence indicating the natural death rate 
i: a large series of unselected cases of ruptured intra- 
c-anial aneurysm, and therefore there is no proof of the 
\ lue of surgical treatment. They suggest that the truth 
cin be established only by a pre-planned campaign; 
«aid in consultation with neurologists and a statistician 
sich a scheme has been formulated. It is hoped within 
tie next 2 years to determine the natural death rate in 
tuis condition by random allotment of patients with 
cagiographically proved ruptured aneurysm to either 
conservative or operative treatment, such a series to 
consist of not fewer than 350 cases. J. V. Crawford 


575. Surgical Considerations in Cerebral Arterial In- 

. S. Fietps, E. S. Crawrorp, and M. E. DEBAKEY. 
[Neurology (Minneap.)] 8, 801-808, Nov., 
1958. 4 figs., 11 refs. 


The lesion causing cerebral arterial vieittideaee is 
located outside the skull in approximately 25% of 
patients with stroke syndromes. Many of these lesions 
are discrete and localized to a short segment of the in- 
ternal carotid artery or near the origin of the innominate, 
left common carotid, or vertebral artery. By employing 
arterial reconstruction, a more normal cerebral circula- 
tion may be restored. Although the diagnosis may be 
suggested by alterations in carotid pulsations, diagnosis 
is possible only by angiographic examination. If the 
maximum potential is to be realized from this treatment, 
angiographic examination and operation must be per- 
formed early and as an emergency when neurologic 
signs persist. 

This therapeutic approach was employed in 32 patients 
with 27 internal carotid, 5 innominate, 4 left common 
carotid, 2 vertebral, and 4 subclavian arterial lesions. 
Of these occlusions, 16 were complete and 26 incomplete. 
Thromboendarterectomy was done in 9 patients with 


occlusion of the internal carotid artery or with vertebral . 


artery occlusion. Bypass grafts were employed in the 
patients with extensive occlusions of the innominate and 
left common carotid arteries, 7 of the patients with 
incomplete obstruction of the internal carotid artery, 
and 14 patients with more proximal obstruction.— 
{Authors’ summary.] 
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376. Diagnostic Value of Horner’s Syndrome in Throm- 
bosis of the Carotid Artery 

D. S. O’Douerty and J. B. Green. Neurology [Neu- 
a (Minneap.)] 8, 842-845, Nov., 1958. 3 figs., 16 
refs. 


Ipsilateral Horner’s syndrome was observed in 12 of 
18 patients with verified carotid thrombosis. Anhidrosis 
was present in only 1, in whom the thrombus involved 
the common and external carotid arteries. Horner’s 
syndrome was present at all levels of occlusion of the 
internal carotid artery. Arteriograms were normal in 2 
patients with miosis, anhidrosis, and contralateral hemi- 
paresis. 

It is suggested that the sympathetic disturbances | 
observed in this series are due to ischemia mediated 
through the vasa nervorum. Ptosis and miosis in 
association with contralateral hemiparesis or other 
neurologic deficit suggest an occlusion of the internal 
carotid artery on the side corresponding to the eye signs. 
If anhidrosis is also present, either the common and 
external carotid arteries are involved or no lesion can 
be demonstrated.—[Authors’ summary.] 


377. Sequelae of Primary Aseptic Meningo-encephalitis. 
A Clinical, Socio-medical, Electroencephalographic and 
Psychological Study. [Monograph, in English] 

R. MULter, I. NyLANpDeR, L.-E. Larsson, L. WIDEN, 
and M. FRANKENHAEUSER. Acta psychiatrica et neuro- 
logica Scandinavica {Acta psychiat. scand.| 33, Suppl. 
126, 1-115, 1958. 8 figs., bibliography. 


NEUROMUSCULAR DISEASES 


378. The Relief of Myotonia by the Use of a Potassium- 
binding Resin 

V. Tompkins, R. G. LASceLLes, and B. McKINNEY. 
Journal of Neurology, Neurosurgery and Psychiatry [J. 
Neurol. Neurosurg. Psychiat.) 22, 50-56, Feb., 1959. 


4 figs., 11 refs. 


Some workers have found cortisone helpful in relieving 
myotonia and have suggested that this is the result of 
modification of the susceptibility of the muscle-cell 
membrane to potassium ions. To ascertain whether 
removal of potassium from the body was a factor the 
present authors, at Princess Mary’s Royal Air Force 
Hospital, Halton, treated 2 cases of myotonia con- 
genita and one of myotonia atrophica with a potas- 
sium-binding ion-exchange resin. In each patient myo- 
tonia was greatly diminished and the electromyogram 
became normal while the resin was being taken. In 2 
patients there was a fall in the serum potassium and the 
serum calcium levels during treatment; in the third 
patient the myotonia improved but there was no signifi- 
cant change in the serum concentrations of potassium 
and calcium; there was some doubt, however, whether 
this patient took the resin regularly. None of the 
patients became acidotic. 

The authors discuss these findings in relation to the 
basic mechanism of myotonia. J. W. Aldren Turner 
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379. Myasthenia Gravis. II. Histochemical Demonstra- 

tion of Acetylcholinesterase Activity in Motor End- 

plates of Extraocular Muscle in Patients with Myasthenia 
Gravis. A Post-mortem Study 

R. B. Couen and S. I. Zacks. American Journal of 
Pathology {Amer. J. Path.) 35, 399-405. March-April, 
1959. 2 figs., 10 refs. 


The authors, at Massachusetts General Hospital 
(Harvard Medical School), Boston, have used the azo 
dye method of Ravin et al. (J. Pharmacol. exp. Ther., 1953, 
107, 37) to study samples of extraocular muscle (in which 
motor end-plates are numerous) obtained post mortem 
from 8 patients with myasthenia gravis and from 10 
control patients within 5 hours of death. 

In 5 myasthenic patients who died from respiratory 
failure despite large doses of neostigmine the amount of 
acetylcholinesterase activity found at the end-plates was 
similar to that observed in the control subjects. In 
another patient whose myasthenia was well controlled, 
but who died from pulmonary embolism shortly after 
undergoing thymectomy, treatment with neostigmine 
had produced only minimal inhibition of acetylcholin- 
esterase activity. There was, however, marked inhibi- 
tion of this activity in 2 other myasthenic patients who 
had died of respiratory failure, but in these 2 cases there 
had been no apparent difference in their terminal state 
in regard to dosage of neostigmine or clinical course 
from that in the cases which did not show this inhibition. 
On the basis of these observations it is suggested that the 
beneficial action. of neostigmine in myasthenia gravis 
may be due to an effect other than that of the inhibition 
of acetylcholinesterase activity. It is possible that cases 
of myasthenia gravis resistant to treatment with neostig- 
mine may be due to some failure of this direct action of 
the drug. John N. Walton 


SPINAL CORD 


380. Racemose Angioma of the Spinal Cord 
M. J. D. NeEwMAN. Quarterly Journal of Medicine 
[Quart. J. Med.] 28, 97-108, Jan., 1959. 4 figs., 32 refs. 


The clinical features in 19 cases in which racemose 
angioma of the spinal cord was diagnosed at Manchester 
Royal Infirmary between 1946 and 1956 are described. 
During the same period 121 cases of primary spinal 
tumour were seen. The age and sex incidence in this 
series and in published reports, the natural history of 
the diseases, and the physical findings are discussed. 
The author states that in racemose angioma of the spinal 
cord the cerebrospinal fluid is usually abnormal. It 
may show a manometric block, and the protein content 
is usually raised. Myelography often reveals a charac- 
teristic picture of tortuous, dilated vessels. Simple 
laminectomy does not help and may cause deterioration 
in the condition. The results of ligation or coagulation 
and of radiotherapy are usually disappointing, but con- 
servative treatment is often rewarding. The differential 
diagnosis is discussed. 

[This paper does not add anything to our knowledge 
of this condition.] R. Wyburn-Mason 


381. Experiences with Metastatic Neoplasms Involving 
the Spinal Cord 

K. D. Barron, A. Hirano, S. ARAKI, and R. D. Terry. 
Neurology [Neurology (Minneap.)| 9, 91-106, Feb., 
1959. 1 fig., bibliography. 


From the Montefiore Hospital, New York, the authors 
present a review of the post-mortem findings in 127 
patients in whom there was involvement of the spinal 
cord or cauda equina by metastatic tumour. In male 
patients the commonest sites or type of the primary 
tumour were the lung, lymphoma (in which term the 
authors include Hodgkin’s disease, lymphosarcoma, 
reticulum-cell sarcoma, and leukaemia), and the kidney, 
and in the female the breast, lung, and lymphoma. 

Typically in these cases the onset is acute and progress 
rapid, 30% of the authors’ patients being totally para- 
plegic within one week of onset. Although it has been 
reported that such patients may become paralysed 
without sensory loss, this was not confirmed in the pre- 
sent series. Back or root pain preceded the cord lesion 
in 82% of the patients. The pain was often dull, aching, 
and continuous, was sometimes worse at night and on 
movement, and was often attributed to arthritis or 
“neurosis”. Important distinctions in the clinical 
picture may result from metastases from different sites— 


thus it was noted that metastases from bronchogenic ° 


carcinoma were likely to produce paraplegia rapidly, 
whereas those from carcinoma of the breast took effect 
more slowly. Metastases from the lung, kidney, mul- 
tiple myeloma, and Hodgkin’s disease frequently pro- 
duced signs of cord involvement before the primary 
lesion was diagnosed. It was also noted that during 
their illness 7 patients presented with a typical herpes 
zoster, which in every case was at the level of the cord 
compression. 

The survival time varied considerably, being particu- 
larly short in patients with a rapidly progressive para- 
plegia. The authors make the point that myelography 
is often misleading and recommend that this procedure 
should be performed simultaneously by the cisternal and 
the lumbar routes. They comment on the difference in 
the radiograph from that seen in primary extramedullary 
tumours; in 83% of their patients the plain x-ray film 
showed diagnostic or suggestive abnormalities. In 
regard to treatment, laminectomy was performed in 
38 patients, of whom 11 were improved postoperatively, 
and even in those cases in which there was no improve- 
ment in the paralysis there was often relief of pain. The 
authors hold that laminectomy is justified if it makes a 
patient more comfortable and lightens the nursing 
problem. Details are given of 6 patients who were 
considerably improved for periods up to several years. 

[This is a useful and thoughtful contribution, and it is 
encouraging to see a departure from the therapeutic 
nihilism usual in cases of this type.] N. S. Alcock 


382. Anatomical Considerations in Surgery of the 


Spinal Cord: a Study of Vessels and Measurements of — 


the Cord 


D. M. Perese and J. E. Fracasso. Journal of Neuro-' 


surgery [J. Neurosurg.| 16, 314-325, May, 1959. 5 figs., 
12 refs. 
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Psychiatry 


383. Psychiatric Diseases and Brain Development. (Psy- 
chiatrische Krankheitsbilder und Hirnentwicklung) 

W. Ktaces. Archiv fiir Psychiatrie und Nervenkrank- 
heiten [Arch. Psychiat. Nervenkr.] 198, 122-138, 1958. 
46 refs. 


The author regrets the lack of attention which has been 
paid hitherto in the literature to the relations between 
cerebral physiology and anatomy and the symptoms of 
functional” psychoses. His own contribution deals 
with the “‘ orbital brain ’’, that is, the lower surface of 
ihe frontal lobes, which, according to most authorities, 
1s Ontogenetically one of the youngest parts of the cortex. 
it is also supposed to ripen with adulthood. He com- 
pares the symptoms associated with orbital lesions with 
those of the hebephrenic form of schizophrenia and 
finds a striking resemblance. He advocates compara- 
tive investigations of this kind as a means of achieving a 
better understanding of psychotic behaviour [without, 
however, formulating a very definite hypothesis]. 

W. Mayer-Gross 


384. Periodic Psychoses 
J. L. CRAMMER. British Medical Journal [Brit. med. J.] 
1, 545-549, Feb. 28, 1959. 4 figs., 19 refs. 


Although much of the material presented by the 
author in this communication from the University of 


Birmingham, such as the cycloid character of mania and 
depression, is well known, recurring phases of schizo- 
phrenic conditions are less often recognized, and the 
author describes an excellent method of appreciating 
and charting the periodic appearances of the constant 
clinical signs of such a periodic psychosis. Occasional 
attacks may be missed, this occurring more commonly 
in the spring and summer than during the rest of the year. 
Each individual case shows similar symptoms in each 
attack, but the characteristic periodicity may only 
become evident after months or even up to 2 years. 
Whatever the diagnosis, a period of over-activity is 
followed by one of under-activity, but these elements 
are in different proportion in each patient. As the years 
pass the period of under-activity tends to become longer, 
while the over-active phase may finally disappear. 

The physical phenomena accompanying the periodic 
attack, such as thirst, abdominal discomfort, rashes, 
difficulty of micturition, quantity of urine excreted, and 
changes in facial appearance, sleep, bowel action, 
appetite, pulse rate, blood pressure, temperature, and 
body weight, also recur. In the over-active state the 
excretion of 17-hydroxycorticoids was found to be 
decreased, whereas in the depressed state it was increased. 
In the various phases different doses of drugs are re- 
quired at different times to produce the same effect. 

The author suggests that the mechanism of a periodic 
psychosis comprises (1) a pacemaker which sets the 
rhythm at regular intervals, (2) a factor that starts off each 


attack, and (3) a symptomatic pattern of the attack. 
Thyroid extract in large doses may act on Factor 2 and 
chlorpromazine on Factor 3. He points out that 
patients suffering from periodic psychosis are most suit- 
able for the study of the effect of drug treatment. 

G. de M. Rudolf’ 


385. Emotional State and Energy Expenditure 
P. H. MELVILLE and A. G. Mezey. Lancet [Lancet] 1, 
273-274, Feb. 7, 1959. 2 figs., 11 refs. 


The association between emotional state and oxygen 
requirements was studied at the Maudsley Hospital, 
London, in 32 psychiatric patients and 10 controls, 
emotional state being rated in respect of eight symptoms, 
each on a four-point scale. Respiratory volume was 
measured and expired air was collected in the lying, 
standing, and sitting positions; in addition, electrical 
skin resistance, body-build, pulse rate, respiratory rate, 
and also the serum protein-bound iodine level were 
studied. 

Although there were only small mean differences in 
caloric expenditure between the patients, the controls, 
and another reported control series, certain differences 
appeared in the score distributions. The mean oxygen 
consumption of the patients was somewhat less in the 
standing position than in the prone or sitting position, 
and in many of the more disturbed patients there was a 
decrement in oxygen utilization when changing from 
the sitting to the standing position. 

The authors conclude that in this group of patients, 
with the techniques used, emotional disturbance was 
not associated with increased oxygen consumption. 

J. L. Standen 


386. Prolonged Administration of Chlorpromazine 
(** Thorazine ’?) Hydrochloride. Clinical and Laboratory 
Survey of Fifty Patients 

F. J. Ayp. Journal of the American Medical Association 
[J. Amer. med. Ass.] 169, 1296-1301, March 21, 1959. 
1 fig. 


Since chlorpromazine strikingly improves the adjust- 
ment of many psychiatric patients without being truly 
curative, administration in many cases must be continued 
for years. In order to detect possible adverse effects 
of such prolonged medication, a study was made in 50 
patients who took it for 2 to 4 years. The total amounts 
taken by individual patients ranged from 54 to 1,078 g. 
All patients gained weight. No evidence of renal or 
hepatic dysfunction was found. Amenorrhea occurred 
in two-fifths of the women, but sometimes menstruation 
was resumed without interruption or reduction of the 
dosage. In some patients the white blood cell count 
dropped as low as 3,000 per c.mm. of blood; but it 
was not necessary to interrupt the medication, because 
the counts returned to normal while chlorpromazine 
therapy continued. Three patients manifested photo- 
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sensitization each year from May to October but were 
desensitized by repeated limited exposures to the sun. 
Chlorpromazine enabled these patients to remain outside 
of the hospital, to work, and to be reasonably comfort- 
able in spite of the persistence of their basic illness.— 
[Editorial summary.] 


PSYCHONEUROSIS 


387. Treatment of Anxiety States. I. The Effects of 
Suggestion on the Symptoms of Anxiety States 

J. M. Roperts and M. HAmILtTon. Journal of Mental 
Science [J. ment. Sci.] 104, 1052-1055, Oct., 1958 
[received Jan., 1959]. 8 refs. 


An investigation is reported from the Department of 
Psychiatry, Leeds University, of the effects of “* sugges- 
tion” in connexion with the placebo response in 34 
patients (17 men and 17 women) suffering from anxiety 
states. The ages of the patients ranged from 22 to 62 
years (mean 32-7 years). The anxiety states had been 
present for less than 4 years; none of the patients showed 
any evidence of hysterical conversion. Patients were 
subjected to a full psychiatric interview, which included 
some discussion, explanation, and reassurance, and their 
condition was assessed on a special rating scale of psychic 
and somatic symptoms. They were then given inert 
tablets to be taken 3 times a day for 2 weeks and 
were interviewed at the end of each week. In 12 of the 
patients a further course lasting 3 weeks was given. 

There was a highly significant improvement in symptom 
scores (especially anxiety mood, insomnia, and tension) 
after both courses. During the second course the con- 
tinued improvement was due mainly to amelioration of 
autonomic symptoms, fears, and general somatic symp- 
toms. R. J. Matthews 


388. Treatment of Anxiety States. II. Clinical Trial 
of Benactyzine in Anxiety States 

G. R. HARGREAVES, M. HAMILTON, and J. M. Roserts. 
Journal of Mental Science [J. ment. Sci.] 104, 1056-1061, 
Oct., 1958 [received Jan., 1959]. 4 refs. 


In the second paper on the treatment of anxiety states 
(see Abstracts 387 and 389) a clinical trial is reported of 
the efficacy of benactyzine. A number of patients (aged 
20 to 65 years) with anxiety neurosis of less than 4 years’ 
duration, but without any marked depression, were 
interviewed each week for 2 weeks on simple psycho- 
therapeutic lines, during which time they received a 
placebo tablet 3 times a day. Symptoms were then rated 
by a second psychiatrist, and some of the patients were 
given benactyzine while the remainder continued with 
the placebo, according to a code known only to the 
pharmacist. The number of tablets was increased to 8 
a day unless there was evidence of side-effects. After 
3 weeks the patient’s condition was assessed by applying 
a 5-point scale to the following 13 ‘* symptom variables ”’: 
degree of anxiety, tension, fears, insomnia, intellect, 
depression, somatic, cardiovascular, respiratory, gastro- 
intestinal, genito-urinary, autonomic changes, and be- 
haviour at interview. To ensure reliable rating of 
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individual symptoms with elimination of bias in the 
presence of side-effects, the findings were subjected to 
special evaluation including an analysis of co-variance. 
The final results were based on a series of 14 patients 
treated with benactyzine and 12 treated with the 
placebo. 

On the whole, improvement was greater in the patients 
given benactyzine than in those receiving the placebo, 
but only in respect of one symptom (behaviour at inter- 
view) was the difference statistically significant. Im- 
provement was not related to length of illness, previous 
personality, precipitating factors, or family history of 
mental illness. R. J. Matthews 


389. Treatment of Anxiety States. III. Components 
of Anxiety and Their Response to Benactyzine 

M. HamIiLton. Journal of Mental Science [J. ment. 
Sci.] 104, 1062-1068, Oct., 1958 [received Jan., 1959]. 
1 ref. 


In this third paper on the treatment of anxiety states 
the author discusses various weaknesses and fallacies 
inherent in the judgment of results by comparative 
symptomatology, whether this is done by over-all assess- 
ment or by “ atomistic ” procedures involving statistical 
analysis of scores made up from symptom-numeral- 
equivalents—for example, the five-point degree assess- 
ment of 13 variables described in Abstract 388. Some 
of the difficulties of interpretation may be overcome by 
the technique of “‘ factor analysis °°—that is, by the use 
of common or general factors (as opposed to the specific) 
extracted by correlation of the variables. He applied 
this method to the controlled trial of benactyzine in 26 
patients described in the above abstract, substituting as 
criteria three factor indices for the original 13 variables. 
With this method a much more highly significant result 
was obtained for the third factor than that obtained by 
the original method. [The difference is well demon- 
strated; details of its significance and implications require 
reference to the original.] R. J. Matthews 


MENTAL DEFICIENCY 


390. Personality Disorder and Dullness 
M. Craft. Lancet [Lancet] 1, 856-858, April 25, 1959. 
11 refs. 


In an investigation of the significance of adverse child- 
hood influences on the development of personality dis- 
order and dullness the case-notes of each of 50 mental 
defectives transferred to the State hospitals for dangerous 
mental defectives at Rampton and Moss Side were com- 
pared with the case-notes of the next consecutive ad- 
mission of the same sex who was over school age and of 
the “same legally certified grade of defectiveness ”’. 
The latest I.Q. was found to be below 45 in 4 cases in 
each group, between 46 and 69 in 22 of the transferred 
patients and 33 controls, and between 70 and 121 in 24 
patients and 13 controls. The author states that mental 
defectives sent to State hospitals correspond to psycho- 
paths as defined by Cheney, being “‘ characterized by 
emotional immaturity or childishness with marked 
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defects of judgment and without evidence of learning ”’. 
They are prone to impulsive reactions without considera- 
tion for others and to emotional irritability. ; 

Adverse influences in childhood were more common 
among the transferred patients than among the con- 
irols. The differences were not significant when the 
adverse influence was a court sentence in childhood, 
zross poverty in the home, a record of crime in parents 
or siblings, irregular schooling, or hostile parents, but 
were statistically significant with deprivation of one or 
5oth parents for 4 years before the age of 11, neglect in 
childhood, absence of a home, illegitimacy, and 2 or 3 
of these adverse influences in childhood. In 10 out of 12 
‘ransferred patients and in 13 out of 22 controls there 
was an increase in the I.Q. when either Forms M and L 
of the Stanford-Binet test or Forms 1 and 2 of the 
Wechsler test were used. 

The author reports that a follow-up investigation 
showed that of 10 patients discharged from hospital 8 
were in employment, this being the same proportion of 
employed persons as in a group of 305 controls; none of 
ihe patients had committed further indictable offences, 
whereas 9% of the controls had done so. 

G. de M. Rudolf 


391. A Life-table for Mongols with the Causes of 
Death 

C. O. Carter. Journal of Mental Deficiency Research 
\J. ment. Defic. Res.] 2, 64-74, Dec., 1958. 12 refs. 


Out of 725 mongol children whose homes were in 
south-east England and who attended the Hospital for 
Sick Children, Great Ormond Street, London, between 
1944 and 1955, 698 were traced, of whom 136 had died. 
From the information obtained a life table has been con- 
structed and the life expectation and causes of death of 
such children studied. From this table it is estimated 
that, of all live-born mongols, 30% are dead by the end 
of the first month, 53°% by the end of the first year, and 
60°% by the age of 10 years. The survival rate in the 
present series was appreciably higher for males than for 
females, the ratio of males to females being 1-24 at one 
year and 1-54 at 8 years. 

Comparison of the mortality among children first 
attending during the two periods 1944-8 and 1949-55 
shows a reduction by some 40°% in the latter period, this 
fall in mortality being of the same order as that among 
children in general. Published estimates of the inci- 
dence of mongolism at birth range from 1-1 to 1-6 per 
1,000 live births, though there i$ general agreement that 
these figures, being based on diagnosis in infancy, are 
probably too low. Calculations from recent population 
figures based on an incidence of 1-6 per 1,000 at birth 
and 1-06 per 1,000 at 10 years give the mortality among 
mongols in the first 10 years of life as 340 per 1,000, 
whereas the figure estimated from the life table is 475 
per 1,000. This implies either that the true incidence of 
mongolism at birth is somewhat higher than 1-6 ver 1,000 
or that the mortality shown by the life table is an over- 
estimate. Figures are quoted from official-sources to 
show that many more mongols are surviving to school 
age than ever before, the incidence of mongolism among 
children aged 10 years in London and the Home Coun- 
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ties in 1958 being 1-06 per 1,000. Comparison with 
earlier estimates indicates that the incidence of mongolism 
at 10 years of age doubled between 1929 and 1949 and 
has doubled yet again since 1949. 

The causes of the 136 deaths in the author’s series are . 
analysed. The majority were due to pneumonia (53) 
or congenital cardiac lesions (48), while other infections 
and malformations accounted for a further 21 deaths. 
Attention is drawn to a significant relationship between 
mongolism and deaths from leukaemia and Hirsch- 
sprung’s disease. 

[This is an important paper which deserves to be 
studied in full.] John Fry 


SCHIZOPHRENIA 


392. Studies of Sleep Deprivation—Relationship to 
Schizophrenia 

E. L. Buss, L. D. CLARK, and C. D. West. A.M.A. 
Archives of Neurology and Psychiatry [A.M.A. Arch. 
Neurol. Psychiat.) 81, 348-359, March, 1959. 2 figs., 
18 refs. 


In this study of the effects of deprivation of sleep and 
of its possible relationship to the precipitation of schizo- 
phrenia in subjects on the verge of a psychosis, 7 medical 
students at the University of Utah, “ motivated by a 
progressive pay scale”’, remained without sleep for 72 
hours. They were free to stimulate wakefulness by any 
diversions they chose, but were constantly under observa- 
tion of relays of investigators who recorded their be- 
haviour but did not irritate, challenge, or deliberately 
stress the subjects. The effects of p-lysergic acid di- 
ethylamide (LSD-25) were studied in 4 subjects after 
they had been awake for 48 hours. A detailed meta- 
bolic study was carried out on one subject who, when in 
nitrogen, sodium, potassium, phosphate, chloride, and 
calcium balance on a controlled diet for 7 days, was 
deprived of sleep for 72 hours and maintained upon the 
fixed diet for another 5 days. 

No changes were found in intellectual functions on the 
lst and 3rd days of sleeplessness when a modified Ror- 
schach test, a Spatial Concept Formation test, associa- 
tion with graded nonsense syllables, and a mutilated- 
word test were performed. Desire for sleep became 
prominent, although interest in sex and food together 
with feelings of hostility persisted. Estimates of the 
passage of time were reduced. Visualization of a scene 
on staring at a blank white card showed no significant 
changes on repetition of the test, but recorded thoughts 
changed from specific items of daily life on the Ist day 
to fantasies about the test situation and other problems 
on the 3rd day, accompanied by difficulty in concentra- 
tion and fumbled thinking. Many visual changes devel- 
oped by the 3rd day; thus to some subjects the room 
seemed of a different size, the floor pulsated, or faces, 
smoke, and “ chicken-wire” were seen, and some 
reported the quivering of objects. Loud sounds became 
harsh and voices seemed distant. Difficulty in listening 
to conversation increased. Paraesthesiae appeared in 
all subjects. Numbness, sensations of cold, creepy 
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feelings, and warmth were variously reported. Mood 
changes were unusual, although anxiety, giddiness, and 
silly laughter occurred in some cases. Forgetfulness, 
confusion, and difficulty in forming thoughts and sen- 
tences were also noted. A mild cold already present 
became worse in one subject and 2 developed colds. 
Ataxia and waking dreams, with depersonalization and 
** derealistic ” states, were reported. 

No significant alterations occurred in adrenocortical 
activity, the blood and urinary levels of 17-hydroxycorti- 
costerone being normal. All 4 subjects given LSD-25 
developed hallucinations, although these did not appear 
until one-half of the total dose was given. In the one 
subject studied metabolically neither increased protein 
catabolism nor disturbed electrolyte metabolism was 
found. The authors cite 2 cases from the literature in 
which schizophrenia, reversible in both, developed after 
loss of sleep, and suggest that loss of sleep combined 
with isolation and “ incapacitating anxiety” may per- 
haps play a critical part in the precipitation of the 
condition. G. de M. Rudolf 


393. Study of a New Schizophrenomimetic Drug—Sernyl 
E. D. Lusy, B. D. CoHEN, G. ROSENBAUM, J. S. GOTTLIEB, 


and R. Keiiey. A.M.A. Archives of Neurology and 
Psychiatry [A.M.A. Arch. Neurol. Psychiat.] 81, 363-369, 
March, 1959. 19 refs. 


The authors report from Wayne State University 
College of Medicine, Detroit, an investigation of a new 
** schizophrenomimetic drug, “‘ sernyl” (1-(1-phenyl- 
cyclohexyl)-piperidine monohydrochloride), which was 
given in subanaesthetic doses of 0-1 mg. per kg. body 
weight in 150 ml. of 5°% dextrose intravenously over 12 
minutes to 9 normal subjects and 9 patients, including 4 
chronic schizophrenics, one acute schizophrenic, 2 
** pseudoneurotic ” schizophrenics, and 2 with character 
disorders combined with neurotic features. Marked 
reactions began after 3 minutes and usually lasted for 
about one hour. 

A sense of unreality with disturbance of body image 
was reported by all 16 subjects who could communicate. 
Depersonalization with impaired ability to distinguish 
between self- and non-self-administered stimuli also 
occurred. A profound sense of aloneness was reported 
by all subjects, as were deficits in the organization of 
thought. Loss of “‘ goal ideas”’, impairment of the 
“abstract attitude”, blocking, neologisms, ‘‘ word 
salad”, and echolalia were observed. Drowsiness, 
described as a “don’t care” attitude, became pro- 
gressively more marked in all subjects. Negativism and 
catatonic-like reactions took place in two-thirds of the 
18 subjects, hypnagogic states in 5 (56°) of the normal 
subjects and 3 (33°) of the patients, feelings of inebria- 
tion in 7 normal subjects and 2 patients, and repetitive 
movements, such as rocking, head-rolling, and grimacing, 
in “* 29%” [? 2-6] of normal subjects and 4 patients. 
Rotatory nystagmus, ataxic gait, and diminished response 
to pain, touch, and position occurred in all subjects. 
Diplopia, increase in muscle tone, and mild impairment 
of muscle strength and of auditory and visual acuity 
were seen. Nausea was reported by some subjects. 


PSYCHIATRY 


The 4 chronic schizophrenic patients became more 
hostile and manifested sexual behaviour towards the 
staff, these changes lasting for about one month. The 
patient with acute catatonia seemed unresponsive to the 
drug, until 4 days later when he recalled his drug experi- 
ence and said he felt as though “ returning to earth from 
another planet”. The improvement in this patient 
lasted for 6 weeks. Summing up, the authors consider 
that sernyl produces symptoms resembling those of 
schizophrenia without producing the kaleidoscopic visual 
hallucinations characteristic of LSD-25 and mescaline. 
In addition, in this study it uniformly intensified the 
primary symptoms in schizophrenic patients, suggesting 
that it acts differently from LSD-25 or mescaline. The 
tentative hypothesis is advanced that the “‘ model psy- 
chosis ” induced by sernyl and some primary symptoms 
of schizophrenia may depend upon “a dysynchrony or 
defect in proprioceptive feedback”. G. de M. Rudolf 


394. A Study of the Use of Azacyclonal Hydrochloride 
(** Frenquel ’’) in Chronic Schizophrenia 

C. F. Lasceires and L. J. Levene. Journal of Mental 
Science [J. ment. Sci.] 105, 247-250, Jan. [received 
April], 1959. 8 refs. 


A controlled clinical trial of the use of azacyclonal 
hydrochloride (‘‘ frenquel”) in a series of 58 chronic 
cases of schizophrenia is reported. The results of this 
survey suggest that this drug, in the doses used in this 
trial, has no place in the treatment of chronic schizo- 
phrenia, and in addition, this trial suggests that it has no 
specific anti-hallucinatory action with regard to auditory 
hallucinations in this disorder.—[Authors’ summary.] 


395. An Investigation into the Effects of Azacyclonal on 
the Hallucinations of Chronic Schizophrenic Patients 

M. A. HarGreaves. Journal of Mental Science [J. 
ment. Sci.] 105, 210-214, Jan. [received April], 1959. 
9 refs. 


An attempt has been made to evaluate azacyclonal in 
50 chronically hallucinated female patients. The dosages 
used varied from 60 to 420 mg. a day in order to find the 
dose level producing the maximum therapeutic effect. 
Observations in this trial indicate that the average 
optimum dose is in the region of 300 mg. daily. No 
side-effects whatsoever were recorded even when 420 mg. 
daily were given despite thorough laboratory examina- 
tions. On the basis of the effect on chronic hallucina- 
tions it must be admitted that the results of the trial are 
disappointing, and it would appear that azacyclonal is 
of no value in the treatment of this kind of patient. It 
is significant that a small number of patients with acute 
hallucinations have responded dramatically to treatment 
with azacyclonal. 

If enough clinical material could be accumulated a 
trial of this drug on acutely hallucinated patients might 
produce very interesting results.—[Author’s summary.] 


396. The Pathology of Schizophrenia. A Historical 
Survey 

D. K. Dastur. A.M.A. Archives of Neurology and 
Psychiatry [A.M.A. Arch. Neurol. Psychiat.] 81, 601-614, 
May, 1959. Bibliography. 
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Dermatology 


397. Use of Chymotrypsin in Dermatology 

T. CoRNBLEET, E. CHEsrow, and J. Latoni. Antibiotic 
Medicine and Clinical Therapy [Antibiot. Med.] 6, 21-24, 
Jan., 1959. 4 refs. 


The proteolytic enzyme chymotrypsin proved to be a 
valuable adjuvant to other therapeutic measures in a 
variety of inflammatory dermatoses. It was given by 
intramuscular injection, and in 4 such cases described in 
this paper from the University of Illinois College of 
Medicine, Chicago, the dosage was 1 ml. (5,000 units) of 
an aqueous solution daily. Altogether 36 patients were 
treated for ‘such conditions as acne conglobata cys- 
tica, chronic furunculosis, lymphogranuloma venereum, 
sycosis barbae, suppurative hidradenitis, carbuncle, 
leg ulcer, periadenitis capitis abscedens, monilial paro- 
nychia, kerion, and whitlow. Cure was obtained in 16 
cases and improvement in a further 14, but there was no 
change in 6. 

The enzyme, a protease, breaks down purulent and 
necrotic material; the authors state that it also has an 
antiphlogistic action. They emphasize that conven- 
tional therapy, such as administration of antibiotics and 
steroids, should also be given, depending on the type of 
case. Side-effects were few; pyrexia developed in 2 
patients and one complained of pain at the site of 
injection. P. T. Main 
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398. The Effects of Local Cooling on the Cutaneous 
Blood Flow in Normal and Erythrocyanotic Patients 

A. JarrReTT and M. Garretts. British Journal of 
Dermatology [Brit. J. Derm.] 71, 66-71, Feb., 1959. 
3 figs., 11 refs. 


A method is described for studying the response of the 
skin capillaries in the legs to cooling over a small area, 
this being achieved by the application of a small ice- 
filled copper cooling chamber to the area selected, while 
the normal temperature of the surrounding limb surface 
is maintained with a heating cradle, the rate of absorption 
of radioactive sodium from the skin being then deter- 
mined as previously described by Garretts et al. (Brit. 
J. Derm., 1958, 70, 22; Abstr. Wld Med., 1958, 24, 67). 
The method permits direct measurements as well as 
comparisons between the rate of absorption at different 
temperatures to be made. 

In patients with erythrocyanosis, studied at University 
College Hospital, London, two vascular abnormalities 
have been demonstrated: the previous study cited above 
showed that there is reduced blood flow in the skin as 
compared with normal control subjects; the present 
study revealed an inability of the blood vessels of the 
skin of these patients to constrict on exposure to cold. 

S. T. Anning 


399. Subacute Nodular Migratory Panniculitis 
X. VILANOVA and J. PiNoL AGuaDE. British Journal of 
Dermatology [Brit. J. Derm.| 71, 45-50, Feb., 1959. 


Reporting from the University of Barcelona the authors 
present, in tables, the clinical findings in 19 patients 
(one male) with subacute nodular migratory panniculitis, 
a new disease entity, the first 14 cases of which they 
described in an earlier paper (Ann. Derm. Syph. (Paris), 
1956, 84, 369). The diversity of the clinical and histo- 
logical features of the entity may account for the diffi- 
culty in identifying it. 

All the patients had nodules and plaques, which were 
limited to the lower part.of the leg, but the age at the 
time of onset varied from 16 to 65 years. In the differ- 
ential diagnosis nodular vasculitis and erythema indura- 
tum may have to be considered, but the situation of the 
nodules in nodular migratory panniculitis and the 
absence of ulceration are distinctive. It was noted that 
11 patients had acute tonsillitis before the onset of the 
condition. The histologicai findings are described and 
illustrated; the fundamental change was a capillaritis in 
the hypodermis, with the formation of a pseudo-foreign- 
body granuloma. Biopsy often enabled a definite diag- 
nosis to be made. Treatment with potassium iodide 
caused some of the nodules to disappear. 

[No information is given regarding the state of the 
circulation in the affected legs and whether or not there 
had been previous thrombophlebitis.] S$. T. Anning 


DERMATOSES 


400. The Effect of Changes in the Ground Substance of 
the Connective Tissue on the Permeability and Resistance 
of the Vascular Wall in Various Dermatoses. (CocrosHue 
Pa3NH4HEIX WepMaTo3ax 3HAYeHHe ero B 
Me€XaHH3Me HapyWICHHA PeSHCTEHT- 
HOCTH COCyHCTOM CTeHKH) 


O. K. Saposnikov. Becmuux J[epmamonoeuu u Bene- 
ponozuu [Vestn. Derm. Vener.| 33, 11-15, Jan.—Feb., 
1959. 24 refs. 


In investigations carried out at the Military Medical 
Academy, Kirov, on 53 patients suffering from various 
dermatoses the serum polysaccharide content was deter- 
mined as a measure of the degree of depolymerization 
of the ground substance of the connective tissue and the 
results correlated with the clinical picture and the results 
of tests of capillary permeability and resistance. 

A parallelism between increased serum polysaccharide 
content and increased permeability and diminished 
resistance of the capillary walls was noted in cases of 
parapsoriasis (5), nodular and exudative erythema (3), 
pemphigus foliaceus (1), exanthematous typhus (2), 
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early secondary syphilis (3), acute lupus erythematosus 
(2), erythroderma psoriaticum (1), erythema induratum 
(5), and capillarotoxicosis haemorrhagica (4). In lupus 
vulgaris and other tuberculids (8 cases), scleroderma (3), 
and bullous dermatoses (5) no such parallelism was 
observed, the serum polysaccharide level being more 
closely related to the extent of the pathological process, 
while in urticaria (6 cases) the serum polysaccharide 
level was usually normal and there was no change in 
capillary permeability or resistance. , 
It is concluded that the increased permeability of th 
vascular walls which occurs in many dermatoses, espe- 
cially infective ones, is due to depolymerization of the 
ground substance of the connective tissue. 
H. Makowska 


401: Certain Specific Features of Thermoregulation in 
Patients with Chronic Recurrent Urticaria. (Hekoro- 
pbie oco6eHHOCTH TepMoperynAUMH y OONbHBIX xpo- 
HHYeECKOH 

I. B. Stricin. Becmuux J[epmamoaozuu u Bexeponoeuu 
[Vestn. Derm. Vener.] 33, 16-19, Jan.—Feb., 1959. 4 
figs., 7 refs. 


At the Central Scientific Experimental Institute of 
Dermatology and Venereology of the R.S.F.S.R. a 
study of thermoregulation was carried out on 40 patients 
suffering from chronic recurrent urticaria. [The num- 
ber of control subjects is not stated.] The method 
consisted in measuring skin and body temperature at 10- 
minute intervals before, during, and after immersion of 
one hand in a hot bath (45° C.) for 20 minutes. The 
skin temperature was measured on the opposite hand 
with an electrothermometer and body temperature in 
the opposite axilla. Some of the urticarial subjects 
showed considerable difficulty in adaptation to the 
increase in environmental temperature, the increase of 
skin temperature being above normal in 22 cases and 
that of body temperature in 17. 

After removal of the hand from the bath the curve of 
body temperature was normal in only 5 cases; of the 
remainder, in 28 cases there was evidence of hyper- 
activity, with an increase of 1-6° to 4-5° C. (compared 
with a rise in normal subjects of 0-4° to 0-5°C.), in 4 
there was a lesser increase above the normal range, and 
in 3 there was a fall. In most cases an absence of 
parallelism was noted between the curves of body and 
skin temperature, and the thermoregulatory reflex was 
characterized by a brisk rise of skin temperature and a 
slow return to the initial readings. The author con- 
cludes that a disturbance of the thermoregulatory 
mechanism plays a part in the pathogenesis of chronic 
urticaria, H. Makowska 


402. The Treatment of Various Dermatoses with a New 
Coal Tar Steroid Combination 

M. M. Rosinson. Antibiotic Medicine and Clinical 
Therapy (Antibiot. Med.| 6, 17-20, Jan., 1959. 13 refs. 


An ointment containing 1% crude coal tar, 0-1% 
9-alpha-fluorohydrocortisone (fludrocortisone), and 0-2°% 
chlorhydroxyquinolin, which, by reason of these com- 
ponents, had antipruritic, keratogenetic, anti-inflamma- 


tory, and antiseptic properties, was tried in the treat- 
ment of 148 dermatological conditions in 136 patients. 
It was applied 4 times daily for periods ranging from a 
few days to several months. The majority of patients 
responded satisfactorily. Of 41 patients (the largest 
group) with dermatitis venenata the response was 
** excellent ” in 27 and “* good” in 12 within a period 
of 1 to 2 weeks from the start of treatment. The oint- 
ment was ineffective in 8 out of 12 cases of psoriasis. 
No side-effects due to percutaneous absorption of the 
steroid constituent were noted, but in 2 patients severe 
contact dermatitis developed as a result of therapy. 

[This trial was carried out without controls, and many 
will criticize the use of a combination of drugs in one 
ointment for such a variety of skin conditions.] 

P. T. Main 


403. Lupus Erythematosus Treated with a Combination 
of Quinacrine, Hydroxychloroquine and Chloroquine 

M. J. Tye, H. Wuire, B. Appet, and H. B. ANSELL. 
New England Journal of Medicine [New Engl. J. Med.] 
260, 63-66, Jan. 8, 1959. 16 refs. 


A combination of ** quinacrine (mepacrine), hydroxy- 
chloroquine, and chloroquine was given to 45 patients 
with chronic discoid lupus erythematosus (L.E.) and 3 
with subacute systemic L.E. seen at Boston City Hospital 
and in private practice between October, 1956, and 
January, 1958. The drugs were given in a tablet con- 
taining 25 mg. of quinacrine, 50 mg. of hydroxychloro- 
quine, and 65 mg. of chloroquine. A dosage of one 
tablet morning and evening was adequate in 20 patients, 
but 13 required 3 tablets, 6 required 4, and 2 required 
6 tablets daily [sic]. Only one patient (with subacute 
systemic L.E.) required 8 tablets a day before the re- 
sponse was adequate. There was complete clearing of 
the lesions in 19 cases of chronic discoid L.E. and in one 
of subacute systemic disease, while the clearing was 
almost complete in 9 further cases of chronic discoid 
L.E. Partial clearing (50°% of the lesions completely 


healed) was obtained in 16 cases of discoid L.E. and in - 
2 of the subacute systemic form. Generally, improve- . 


ment became evident 2 to 4 weeks after the start of treat- 
ment. The authors point out that assessment of the 
value of treatment was based on objective improvement 
in the inflammation; the scars in L.E. cannot change. 
Of the 20 patients with complete clearing 13 relapsed, 


- but a remission was obtained and maintained with smaller 


doses than those given initially. Apart from minor 
gastro-intestinal disturbances in 4 cases, reactions severe 
enough to necessitate cessation of treatment occurred 
in 6 cases only—namely, skin reactions in 3 and an ab- 
normal cephalin flocculation titre in 3, in one of which 
there was associated blond discoloration of the hair. 
In one patient with psoriasis as well as chronic L.E. the 
psoriasis appeared to become worse with this treatment 
regimen. 

It is concluded that this combination of antimalarial 
drugs may be more effective than any one of the drugs 
given alone, but that quinacrine, “‘ because of its ten- 
dency to produce skin reactions, is the drug most likely 
to be displaced, in part or altogether, by either or both 
of the others ”’. E. W. Prosser Thomas 
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Paediatrics 


NEONATAL DISORDERS AND 
PREMATURITY 


404. A Longitudinal Study of the Growth and Develop- 
ment of Prematurely and Maturely Born Children. Part 
III. Mental Development 

C. M. DriLulen. Archives of Disease in Childhood 
[Arch. Dis. Childh.] 34, 37-45, Feb., 1959. 4 figs., 
13 refs. 


The author reports a study of the mental development 
of a group of nearly 600 premature and maturely born 
children aged between 6 months and 2 years, the group 
including 100 pairs of twins. Approximately two-thirds 
of the children weighed 54 lb. (2-5 kg.) or less at birth. 
They were visited at 6-monthly intervals and given a 
selection of tests based on the scales of Gesell and 
Griffiths. 

The mean developmental quotient fell steadily with 
decreasing birth weight at all ages, and twins consistently 


scored less than single-born children. There was a | 


striking excess of dull, retarded, and grossly defective 
children in the group with the lowest birth weight (44 Ib. 
(2 kg.) or less). The developmental quotient was related 
to the apparent intelligence of the mother. Firstborn 
children obtained higher scores than did other-ranking 
children. R. S. Illingworth 


405. 


The Cardiac Murmur in Relation to Symptoms in 
the Newborn 

E. D. BurNARD. British Medical Journal (Brit. med. J.] 
1, 134-138, Jan. 17, 1959. 9 figs., 11 refs. 


Last year the author reported from St. Mary’s Hospital 
Medical School, London (Brit. med. J., 1958, 1, 806; 


Abstr. Wild Med., 1958, 24, 303) that a faint cardiac 
murmur was audible on auscultation in 37 out of 100 
babies soon after birth and attributed this murmur to the 
blood flowing through a patent ductus arteriosus. In 
the present paper he describes the clinical state of the 
babies in whom these murmurs were heard. 

In mature babies temperature seemed to play a part in 
the development of the typical crescendo systolic murmur ; 
thus of 69 normal babies nursed in cots without extra 
warmth, only 4 (6%) developed a murmur, whereas 
such a murmur was audible in 8 (36°%) of 22 babies given 
additional warmth. There was also an increased inci- 
dence of the murmur in mature babies who had shown 
asphyxiation at birth, the murmur being heard in 25 
(61%) of 41 babies affected in this way—‘ asphyxia ” 
being defined as a delay of 3 minutes or more after birth 
before normal respiration was established. In some of 
these babies a fall in body temperature favoured the dis- 
appearance of the murmur, and the author suggests that 
the blood flow through the great vessels may be influenced 
by an alteration in body temperature and thus cause a 
change inthe murmur. Some of the babies who had been 


asphyxiated at birth became breathless a few hours later; 
of 20 such babies who were closely observed, a murmur 


“was audible in 15 (75%), while of 16 other severely ill 


full-term babies with respiratory embarrassment similarly 
observed, 11 (69°%) were found to have a murmur. 

A murmur was heard in 55 out of 96 consecutive pre- 
mature babies compared with 37% of a similar series of 
full-term babies. It was also more frequent in those 
premature babies who survived (50% of 58 cases) than 
in those who died (68°% of 38 cases). It was noticed that 
the murmur varied with respiration; for instance, it 
sometimes disappeared during the expiratory grunt 
before a cry. In 2 cases the murmur disappeared when 
the oxygen concentration of the inspired air was increased 
and returned when it was decreased again. In pre- 
mature babies and to a lesser extent in mature babies 
dyspnoea was marked when the murmur was present. 

John Rendle-Short 


406. Obstructive Jaundice and Haemolytic Disease of 
the Newborn 

T. E. Oppé and T. VALAEs. Lancet [Lancet] 1, 536-539, 
March 14, 1959. 3 figs., 10 refs. 


At Southmead Hospital, Bristol, between January, 
1957, and August, 1958, 12 out of 107 liveborn babies 
with haemolytic disease of the newborn showed evidence 
of obstructive jaundice, in addition to the usual jaundice 
due to excessive haemolysis. The total serum bilirubin 
level was estimated by a modification of the method of 
Malloy and Evelyn, and the fraction due to direct-acting 
(conjugated) bilirubin was determined separately; when 
at the peak of the jaundice at least one-third of the total 
bilirubin was in the conjugated form obstructive jaun- 
dice was diagnosed. The authors consider that these 
cases form a specific group requiring special management 
in the neonatal period. 

Of the 12 infants with obstructive jaundice 3 died, 
whereas only one of the 51 others requiring an exchange 
transfusion died. All 12 infants showed evidence of 
severe haemolysis at birth, with a low cord blood haemo- 
globin value, high serum bilirubin level, and considerable 
enlargement of the spleen and liver. In spite of an ade- 
quate and early exchange transfusion in all 12 the jaun- 
dice increased during the first 5 days and did not clear for 
2 to 3 weeks. In similar cases previously reported the 
obstruction has been attributed to liver-cell damage or 
the collection of inspissated bile in the bile ducts. The 
authors contend, however, that the severe haemolysis 
occurring during intra-uterine life results in large areas 
of extramedullary erythropoietic tissue in the liver, with 
consequent distortion and obstruction of the intrahepatic 
bile ducts. In treatment, early and adequate exchange 
transfusion, preferably with partially packed erythro- 
cytes, is recommended in order to reduce the intensity 
of the erythropoiesis. As only unconjugated bilirubin 
can damage the nervous system it is important to con- 
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sider clinical and biochemical evidence of obstructive 
jaundice, in order that unnecessary repetition of exchange 
transfusion may be avoided. F. P. Hudson 


407. Liver Damage in Haemolytic Disease of the New- 
born. (Zur Frage der Leberschaddigung beim Morbus 
haemolyticus neonatorum) 

G. Essicke. Monatsschrift fiir Kinderheilkunde [Mschr. 
Kinderheilk.| 107, 1-5, Jan., 1959. 5 figs., 35 refs. 


In a study of liver function in 36 infants with haemo- 
lytic disease of the newborn, carried out at the University 
Paediatric Clinic, Jena, some 365 “ bromsulphalein ” 
excretion tests were performed. They showed that in 
haemolytic disease there is an impairment of liver function 
greater than that which is found in the normal newborn 
infant, in whom it is considered to be physiological and 
due to the immaturity of the liver. 

The author postulates that liver function is disturbed 
not only by the haemolytic process, but by the more 
specific damage to the organ caused by increased capillary 
permeability and hypoxia, which are themselves also 
aspects of the antigen-antibody reaction. There was a 
frequent discrepancy in the length of time required for 
the serum bilirubin level on the one hand, and brom- 
sulphalein excretion on the other, to reach normal 
values after birth. The fact that these values did not 
run parallel is thought to confirm that more than one 
noxious agent is responsible for the impairment of liver 
function in haemolytic disease of the newborn. 

It was found that in the 29 severely affected infants 
who had had at least one exchange transfusion the 
excretory function of the liver returned to normal more 
quickly than in the group not given transfusion, which 
in the main contained the less severe cases. It is sug- 
gested that these milder cases should also receive trans- 
fusion in order to forestall liver damage. It is the 
author’s view that in all cases of haemolytic disease 
greater attention should be paid in the first 2 or 3 weeks 
of life to dietetic measures designed to spare the liver, 
that is, such infants should receive a low-fat, high- 
protein diet in the form of easily assimilated foods such 
as glucose and amino-acid preparations. 

Marianna Clark 


408. Isolation of Enteropathogenic Escherichia coli from 
Mothers and Newborn Infants 

M. L. Cooper, H. M. Ketter, E. W. J. C. 
ParTIN, and D. E. Boye. A.M.A. Journal of Diseases 
of Children [A.M.A. J. Dis. Child.) 97, 255-266, March, 
1959. 19 refs. 


After reviewing the relevant literature the authors 
outline the methods employed in a study, carried out at 
the Cincinnati General Hospital, of the role played by 
mothers as intestinal carriers of enteropathogenic 
Escherichia coli in the infection of their newborn infants 
with these organisms. During a period of 3 months 
vaginal and rectal swabs were taken shortly before and 
after delivery from 361 mothers, and pharyngeal and 
rectal swabs from 355 of their infants on 3 occasions 
during the first 4 days of life. In 46 cases swabs taken 
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from the mother were positive for enteropathogenic E. 
coli, and in 23 cases the same strain was isolated from 
the pharynx (3) or rectum (20) of the infant. Of these 
infants, 11 harboured epidemic serotypes and 12 sporadic 
types, most frequently O112ab:B13. Of the positive 
rectal cultures, 71-79% of those from the mothers and 
73-9°%% of those from the infants were obtained from the 
first swab taken, 23-99% and 21-7% respectively from the 
second, and the remainder from the third. Of 38 mothers 
from whom positive cultures had been obtained in hos- 
pital, enteropathogenic E. coli were isolated from rectal 
swabs from 13 during the first 3 months after discharge; 
in all but 2 cases the strain isolated was the same as that 
isolated in hospital. Of 21 mothers from whom negative 
cultures had been obtained in hospital, 4 gave a positive 
culture during the first 3 months after discharge; in 3 
instances mother and child harboured the same serotype 
(which in one case had been isolated from the child 
shortly after birth) and in one pair different serotypes. 
Of 18 infants from whom positive cultures had been 
obtained in hospital and who were followed up for 3 
months after discharge, 8 continued to harbour the same 
serotype, while 2 acquired a different serotype. Of 63 
infants whose cultures had been negative in hospital, 18 
gave a positive culture during the first 3 months after 
discharge. Although 23 of the mothers in this group 
had harboured pathogenic strains while in hospital, 
only 4 of the 18 infants had acquired the maternal strain. 
Diarrhoea was strikingly rare in the infected infants of 
positive mothers (2 out of 41) and frequent in the infected 
infants of negative mothers (28 out of 40), and the possi- 
bility that the infants in the former group were protected 
by the transmission of maternal antibodies is considered. 
Out of 15 siblings of infants from whom an enteropatho- 
genic strain had been isolated, 5 gave a positive culture, 
the serotype being the same in all but one case. 

Swabs were also taken from a number of infants in a 
children’s hospital and their mothers and from members 
of the hospital staffs. Positive results were obtained 
from 12% of the 499 adults, 159% of the 385 mothers, 
and 12-7% of the infants, the total number with 
positive cultures being 114, representing 11 different 
serotypes. The serotypes most commonly isolated, in 
descending order of frequency, were O55: B5, 0126: B16, 
0125:B15, O112ab:B13, and O111:B4, the number of 
isolations ranging from 24 to 11. 

These findings suggest that cross-infection with entero- 
pathogenic E. coli from an apparently healthy mother 
to her infant frequently occurs, but in such cases transfer 
of maternal antibody to the infant may take place and 
may have a protective effect. This aspect is recom- 
mended for further investigation. F. Hillman 


409. The Influence of the Thermal Environment upon 
the Survival of Newly Born Premature Infants 

W. A. SILVERMAN, J. W. Fertic, and A. P. BERGER. 
Pediatrics [Pediatrics] 22, 876-886, Nov., 1958. 1 fig., 
17 refs. 


The influence of two contrasting environmental tem- 
peratures upon the survival rates of premature infants 
in the first 5 days of life was studied. Infants who were 
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placed in incubators with an air temperature of 31-7° C. 
(89° F.) had a higher survival rate than controls who were 
in incubators maintained at 28-9° C. (84° F.). 

In this clinical trial a sequential, matched-pairs plan 
was used to evaluate the differences in survival under the 
two study conditions.—[Authors’ summary.] 
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410. The Place of Oats in the Coeliac Diet 

A. L. C. Mouton. Archives of Disease in Childhood 
|Arch. Dis. Childh.] 34, 51-55, Feb., 1959. 4 figs., 
i7 refs. 


The effect of oats on children with coeliac disease was 
studied at Birmingham Children’s Hospital, in 4 patients 
ziven large quantities of oatflakes in the diet—namely, 
‘6, 40, 163, and 169 g. per day for 45, 96, 22, and 23 
days respectively. Oats contain a prolamin similar to 
‘he gliadin of wheat, but they do not yield a gluten. 
“at balance was studied continuously in order to deter- 
nine the effect of the diet on fat absorption. 

It was concluded that up to 2 oz. (56 g.) of oatflakes 
ould be taken daily without ill-effect. Even the largest 
juantity (169 g. a day for 3 weeks) produced only a 
‘rivial increase in faecal fat excretion. 

R. S. Illingworth 


411. Use of Nitrofurantoin in Chronic and Recurrent 
Urinary Tract Infection in Children 

M. MARSHALL and S. H. JoHNson. Journal of the 
American Medical Association [J. Amer. med. Ass.] 169, 
919-922, Feb. 28, 1959. 9 refs. 


During a period of 4 years 100 children with chronic 
or recurrent infection of the urinary tract were treated 
at the Pittsburgh Children’s Hospital with nitrofuran- 
toin. All cases were followed up for at least 6 months, 
66 for over a year, and 10 for over 3 years. The thera- 
peutic dosage of nitrofurantoin used was 6 to 10 mg. 
per kg. and the prophylactic dosage 1 to 5 mg. per kg. 
body weight daily. The diagnosis was based on the 
history, the findings on cystoscopy, urography, and 
examination of the urine, and the isolation of a patho- 
genic organism from the urine. In the 28 cases classified 
as “* complicated” a severe anatomical abnormality of 
the urinary tract or neurogenic bladder disease was 
present, while in many of the “ uncomplicated ” cases 
(96°% of which occurred in girls) there were minor abnor- 
malities such as vesico-ureteral reflux, reduced calibre 
of the urethra, or cystitis cystica. 

The infection was regarded as controlled when the 
urine was sterile and the centrifuged deposit microscopic- 
ally normal; a growth of pyogenic bacteria on a two- 
drop plate was considered significant, but a growth in 
broth culture only was not considered significant unless 
the same organism was isolated as had been recovered 
during the acute phase of the infection. When there was 
no pyuria, organisms of low pathogenicity commonly 
present in the urethra were disregarded. When the 
microscopic findings were normal but pathogenic organ- 
isms were isolated on culture cessation of treatment was 
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often followed by increased clinical evidence of infection. 
In the final assessment, therefore, only those cases were 
considered controlled in which the cultures contained no 
pyogenic bacteria. By these standards nitrofurantoin 
controlled the infection in 82°% of all cases and in 66 
(92°%%) of the 72 uncomplicated cases, in all but 6 of 
which recurrences occurring on stopping treatment or 
during prophylactic treatment were controiled by further 
treatment or by increase of dosage. 

‘ Although prophylactic treatment was continued for 
periods up to 27 months the emergence of drug-resistant 
strains of bacteria was infrequent; only in 3 cases was 
it necessary to resort to another antimicrobial drug to 
control a recurrent infection which no longer responded 
to nitrofurantoin. Of the latter 1 to 2 mg. per kg. per 
day was sufficient to prevent recurrence, though some 
patients required 2 or 3 times that amount. The effec- 
tiveness of the drug against a wide range of organisms in 
urinary-tract infection was confirmed in these 100 child- 
ren, from whom a total of 210 organisms were isolated 
at one time or another, those most frequently encountered 
being Escherichia coli and Proteus. No serious toxic 
effects of the drug were encountered, though various 
degrees of intolerance, as shown by anorexia, nausea, and 
vomiting, were seen and it was sometimes necessary to 
decrease the dosage. The drug could be made more 
palatable by the addition of syrup or honey. 

The authors stress the importance of treating infections 
of the urinary tract early and adequately in order to 
avoid the onset of the atrophic changes seen in chronic 
pyelonephritis. J. Browne Kutschbach 


412. Infantile Spasms and Hypsarrhythmia 
B. D. Bower and P. M. Jeavons. Lancet [Lancet] 1, 
605-609, March 21, 1959. 2 figs., 26 refs. 


In this clinical and electroencephalographic (EEG) 
study of infantile spasms (also called lightning spasms, 
salaam spasms, and many other names) the authors have 
attempted to establish the differences and degree of corre- 
lation between this condition and hypsarrhythmia, as 
seen in 22 children with these conditions attending the 
Children’s Hospital, Birmingham, during the 3-year 
period 1955-7. The spasm, which is described in detail, 
consists in a sudden, brief, generalized myoclonic jerk in 
which the trunk or neck may either flex or extend, and 
several episodes may be rapidly repeated after a cry. 
Flexor spasms occurred in 15 cases and extensor spasms 
in 7; the latter are differentiated from ‘‘ tonic spasms ” 
by the speed of the attack. (The term “‘ akinetic attack ” 
is avoided because of its lack of precise definition.) 

In all but one of the 22 patients the first attack occurred 
before the age of 10 months, and 21 showed mental and/or 
motor retardation at their first visit, this being gross in 
15 and moderate in 6. The only child with normal 
mentality at the first consultation became retarded later. 
Associated neurological lesions were uncommon, and 
varied considerably. In 8 cases undoubted perinatal 
cerebral damage may have been an aetiological factor 
and these patients were retarded before the onset of the 
spasms, whereas in 11 the neonatal progress was normal 
and only one of these was retarded before the fits began. 
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The authors state that in this latter group the aetiology 
is quite obscure. Treatment with anticonvulsant drugs 
has been disappointing in the hands of all investigators, 
but the spasms often diminish in frequency and may 
spontaneously disappear in time. Of 20 surviving 
patients in this series 19 remain hopelessly retarded—a 
common experience reported by other workers. Only 
one patient recovered, after showing moderate mental 
retardation, and she is apparently normal at 2} years of 
age. 
In all but one of these children the EEG recordings 
were abnormal, but only half showed the chaotic pattern 
described as hypsarrhythmia; the other half showed a 
more organized, epileptic, pattern. Comparison with 
the EEGs of 24 epileptic children showed that only 2 
of these exhibited hypsarrhythmia. The authors con- 
clude that a normal EEG pattern is strong evidence 
against the diagnosis of infantile spasms. No correla- 
tion was found between the presence of hypsarrhythmia 
and the type of the spasm (flexor or extensor), or the 
degree of mental defect, but perinatal brain damage was 
more often associated with an EEG record of epileptic 
type. John Lorber 


413. The Startle Reaction of the Infant. (Das Schreck- 
verhalten des Séuglings) 

S. Wieser and K. DoMANowsky. Archiv fiir Psychiatrie 
und Nervenkrankheiten [Arch. Psychiat. Nervenkr.] 198, 
257-266, 1959. 4 figs., 13 refs. 


The so-called Moro or “ startle” reflex—the reaction 
of the newborn child to a sudden sharp blow on the 
mattress on which it is lying—was analysed by means of 
high-speed cinematography (400 to 600 frames per 
second). The reflex was found to consist of 2 phases, 
the first being a general convulsive flexion of the body. 
The second phase is a complicated reaction based on 
various interrelated vestibular and postural reflexes, 
starting with a turning movement of the head, which is 
followed by rotation of the shoulder and upper part of 
the trunk and finally by flexion at the hips and knees 
and dorsiflexion and supination of the foot as if in 
preparation for jumping. W. Mayer-Gross 


414. The Development and Pathology of the Startle Re- 
action. (Zur Ontogenese und Pathologie des Schreck- 
verhaltens) 

S. Wieser and K. DomANnowsky. Archiv fiir Psychiatrie 
und Nervenkrankheiten [Arch. Psychiat. Nervenkr.] 198, 
267-273, 1959. 10 refs. 


The authors, using high-speed photographic methods 
[see Abstract 413] have made an analysis of the normal and 
pathological development of the startle reflex during the 
first year of life. The flexion reaction of the first phase 
becomes confined more and more to the face and neck, 
while the acoustic stimulus becomes dominant for the 
release of the reflex. In diseases of the extrapyramidal 
motor system, however, the generalized flexion may 
reappear as a sign of regression. The second phase 
disappears after the 3rd month, the various reflexes 
being disintegrated or incorporated into higher mechan- 
isms of behaviour. W. Mayer-Gross 


415. Acute Ataxia of Childhood: a Summary of Fifteen 
Cases 

G. M. LASATER and J. T. JaBBour. A.M.A. Journal of 
Diseases of Children [A.M.A. J. Dis. Child.| 97, 61-65, 
Jan., 1959. 18 refs. 


Ataxia of acute onset in children is thought to be 
symptomatic of various infections or toxic encephalo- 
pathies which affect the cerebellum predominantly. 
Careful examination and continued observations are 
mandatory for the exclusion of cerebellar tumors. Ob- 
servations made in 15 cases suggest mumps, poliomyelitis, 
influenza, varicella, and intoxication from insecticides as 
possible etiologies. Acute ataxia has also been reported 
in association with rubeola, rubella, smallpox, scarlet 
fever, typhoid, infectious mononucleosis, diphtheria, 
and drug intoxication. The prognosis for complete 
recovery is good.—[Authors’ summary.] 


416. Persistent Psychiatric Disorders after Head In- 
juries in Children 

J. A. HARRINGTON and F. J. J. LETEMENDIA. Journal of 
Mental Science [J. ment. Sci.) 104, 1205-1218, Oct., 
1958 [received Jan., 1959]. 15 refs. 


This study was undertaken to investigate the long-term 
psychiatric sequelae of head injuries in children. Thirty- 
one head injured children attending a child psychiatric 
clinic were compared with 32 children of similar age 
who had been admitted with head injuries to a surgical 
ward some years previously. The children from surgical 
sources had sustained more severe head injuries as judged 
by the presence of skull fracture, duration of unconscious- 
ness, and neurological sequelae, but, as had been pre- 
dicted, they showed far less psychiatric disorder than 
those examined at the child psychiatric clinic. A wide 
variety of symptoms were encountered but few appeared 
to be specific or causally related to the head injuries. 
The fracture site had no clear relationship to subsequent 
behaviour disorder. The pretraumatic personality and 
family setting were far more important for the psychia- 
tric outcome than the nature and severity of the head 
injury. 

A generally favourable outcome even after severe head 
injury in previously well-adjusted children was confirmed, 
but where children showed evidence of marked emotional 
disturbance before the accident, the outcome was far 
less favourable and dependent on the persistence of 
adverse factors at home. The families of children who 
showed chronic post-traumatic disorders showed a high 
incidence of psychiatric disturbances. Accident prone- 
ness was twice as frequent in the psychiatric clinic cases, 
and there was evidence that this was related to emotional 
disorder. In the management of the psychiatrically 
disturbed cases the educational aspects were found to be 
of primary importance and in these cases full psycho- 
logical investigation and special remedial teaching was 


an important aspect of treatment.—[Authors’ summary.] 


417. Hirschsprung’s Disease (Aganglionic Megacolon). 
[Review Article] 

O. Swenson. New England Journal of Medicine [New 
Engl. J. Med.) 260, 972-976, May 7, 1959. 22 refs. 
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